(19) 



J 



Europaisches Patentamt 
European Patent Office 
Office europeen des brevets 



IlllllllDllIillll 



(12) 



(11) EP 0 952 149 A2 

EUROPEAN PATENT APPLICATION 



(43) Date ol publication 


(51) Intel 6; C07D 209/88, C07D 209/86, 


27.10.1999 Bulletin 1999/43 


C07C 205/59, C07C 229/48, 


(21) Application number 99302941.2 


C07C 229/60 A61K 31/40 


(22) Date of tiling 16.04.1999 




(84) Designated Contracting States 


• Lin, Ho-Shen 


AT BE CH CY DE OK ES Fl FR GB GR IE IT LI LU 


Indianapolis, Indiana 46217 (US) 


NIC NL FT SE 


• Loncharlch, Richard James 


Designated Extension States 


Carmel, Indiana 46033 (US) 


AL LT LV MK RO SI 


• McQHI, John McNeill 




Greenwood. Indiana 46143 (US) 


(30) Priority. 17.04.1998 US 62328 


• Mlhelteh, Edward David 




Carmel, Indiana 46032 (US) 


(71) Applicant ELI LILLY AND COMPANY 


• Morin jr., John Michael 


IndianapolU, Indiana 46285 (US) 


Brownsburg, Indian 461 12 (US) 




• Phillips, Michael LeRoy 


(72) Inventors 


Indianapolis, Indiana 46217 (US) 


• Anderson, Benjamin Alan 


• Richett, Michael Enrico 


Zlonsville, Indiana 46077 (US) 


Indianapolis, Indiana 26250 (US) 


• Bach, Nicholas James 


• Sail, Daniel Jon 


Indianapolis, Indiana 46217 (US) 


Greenwood. Indiana 46142 (US) 


• Bastian, Jolle Anne 


• Sawyer.Jason Scott 


Beech Grove, Indiana 461 07 (US) 


Indianapolis, Indiana 46220 (US) 


• Ham. Nancy Kay 


• Schevitz, Richard Walter 


Indianapolis, Indiana 46228 (US) 


Indianapolis, Indiana 46220 (US) 


• Harper, Richard Waltz 


• Vaslleff, Robert Theodore 


Indianapolis, Indiana 46208 (US) 


Indianapolis, Indiana 46228 (US) 


• Hite, Gary Alan 




Indianapolis, Indiana 46227 (US) 


(74) Representative Vaughan. Jennifer Ann et al 


• Kinnick, Michael Dean 


Lilly Research Centre, 


South, Indianapolis, Indiana 46217 (US) 


Erl Wood Manor 




Wlndlesham, Surrey GU20 6PH (GB) 



(54) Substituted carbazoles, process for their preparation and their use as sPLA2 inhibitors 



(57) A class of novel tricyclics is disclosed together 
with the use ol such compounds tor inhibiting sPLAj me- 



diated release of fatty acids for treatment of conditions 
such as septic shock 



CM 
< 
O) 

CM 

in 



GL 
LU 



PrtiKd by J<wv*. 7S00I PARIS (FRi 



BNSDCOO <£P_09S214S«J_> 



EP 0 952 149 A2 



Description 

[0001] This invention relates to novel substituted tncyclic organic compounds useful for inhibiting sPLAg mediated 
release of fatty acids for conditions such as septic shock. 

[0002] The structure and physical properties of human non-pancreatic secretory phospholipase Aj (hererafter 
called. "sPLV) has been thoroughly descnbed m two Articles, namely. "Cloning and Recombinant Expression of 
Phospholipase Aj Present m Rheumatoid Arthritic Synovial Flu id* by Seilhamer, Jeffrey J . Pruzanski, Waldemar. vadas 
Peter Plant. Shelley: Miller. Judy A.: Kbss. Jean, and Johnson, Lonn K : The Journal of Bjojogjcaj Chemistry . Vol 
264. No. 10, Issue of April 5 pp 5335-5338, 1989 and 'Structure and Properties of a Human Non-pancreatc Phos- 
pholipase V by Kramer Ruth M : Hession. Catherine, Johansen. Bent. Hayes Gretchen McGray. Paula. Chow. E 
Phgchang, Tizard. Richard: and Pepinsky. R Blake: The Journal of Biological Chemistry . Vol 264. No 10. Issue of 
April 5, pp. 5768-5775. 1 989. the disclosures of which are incorporated herein by reference. 
[0003] It is believed that sPLAg 'S a rate limiting enzyme in the arachidonic acid cascade which hydrolyzes membrane 
phospholipids. Thus, it is important to develop compounds which inhibit sPLAj mediated release of fatty acids (e.g . 
arachidonic acid). Such compounds would be of value in general treatment of conditions induced and/or maintained 
by overproduction of SPLA2 such as septic shock, adult respiratory distress syndrome, pancreatitis, trauma-induced 
shock, bronchial asthma, allergic rhinitis, rheumatoid arthntis. etc. 

[0004] It is desirable to develop new compounds and treatments for sPLAg induced diseases 

[0005] Alexander, etal., United States Patent Mos. 3.939.177 and 3,979,391 disclose 1 .2.3,4-tetrahydrocarbazoles 

uselul as anttoacterial agents 

[0006] This invention provides tricyclic compounds as depicted in the general formula (I) below: 




wherein; 

Z is cyclohexenyl, or phenyl, 

R 20 is selected from groups (a), (b) and (c) where 

(a) is-(C5-C20)alkyl.-(C5-C20)alkenyl.-{C5-C20)alkynyl. carbocyclic radicals, or heterocyclic radicals, or 

(b) is a member of (a) substituted with one or more independently selected non-interfermg substrtuents. or 

(c) is the group -(L)-R 80 : where, f,L)-sadrvalent linking groupof 1 to 12 atoms selected from carbon hydrogen, 
oxygen, nitrogen, and sulfur: wherein the combination of atoms in -(L)- are selected from the group consisting 
of (i) carbon and hydrogen only, (li) one sulfur only, (tii) one oxygen only, (iv) one or two nitrogen and hydrogen 
only, (v) carbon, hydrogen, and one sulfur only, and (vi) an carbon, hydrogen, and oxygen only: and where 
R 80 is a group selected from (a) or (b): 

R 21 is a non-interfering substrtuent where f is 1 -3. 
R« is -NHNHg.-NHg, or -CONH 2 . 

R 2 " is selected from the group consistog of -OH. and -OfCHj^RS' where 

R 5 " is H, -CN, -NH 2 , -CONHj, -CONFPR'O -NHSC^R'^-CONHSOaR'S where R«* is -(C,-C 6 )alkyl or -CF 3 : 
phenyl or phenyl substitut d with -COaH or -CO^C, -Chalky I and -(^-(acidic group), wherein -(L,,)- is an 
acid linker having an aod linker length of 1 to 7 and t is 1-5: 
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R 3 ' is s I cted from non-interf ring subslituenl, carbocyckc radicals, cart>ccyclic radicals substituted with non- 
interfenng substituents heterocyclic radicals, and heterocyclic radicals substituted with non-interlering substitu- 
ents 

5 or a pharmaceutical^ acceptable racemate. solvate, tautomer. optical isomer, prodrug derivative or salt, thereof 
[0007] Those substituted tricyclics are effective in inhibiting human 6PLA2 mediated release of fatty acids. 
[0008] This invention is al60 a pharmaceutical tormulation comprising a compound of formula I in association with 
one or mors pharmaceuticaHy acceptable diluents, earners and excipients. 

[0009] This invention is also a method of inhibiting sPLAj comprising administering to a mammal in need of such 
10 treatment a therapeutically effective amount of a compound of formula I 

[0010] According to a further aspect of the present invention, there is provided a method ol selectively inhibiting 
sPLAj in a mammal tn need of such treatment comprising administering to said mammal a therapeutically effective 
amount of a compound of formula I 

[0011] This invention, further provides a compound of formula I for use as a medicament an the treatment of tnflanv 

'S matory diseases such as. septic shock, adult respiratory distress syndrome pancreatitis, trauma-induced shock, bron- 
chial asthma allergic rhinitis, rheumatoid arthritis, cystic fibrosis stroke, acute bronchitis, chronic bronchitis, acute 
bronchiolitis chronic bronchiolitis, osteoarthritis, gout, spondylarthropathris. ankylosing spondylitis, Reiter*s syndrome, 
psoriatic arthropathy, enterapathnc spondylitis Juvenile arthropathy or juvenile ankylosing spondylitis. Reactive ar- 
thropathy, infectious or post-in fectious arthritis, gonococcal arthritis, tuberculous arthritis, viral arthritis, fungal arthritis. 

20 syphilitic arthritis Lyme disease, arthritis associated with "vasculrtic syndromes* polyarteritis nodosa, hypersensitivity 
vasculitis. Luegenec's granulomatosis, pofymyalgin rheumatica joint cell arteritis, calcium crystal deposition ar- 
thropathy, pseudo gout, non-articular rheumatism, bursitis, tenosynomitis. epicondylitis (tennis elbow), carpal tunnel 
syndrome, repetitive use injury (typing), miscellaneous forms of arthritis, neuropathic joint disease (charco and joint), 
hemarthrosis (hemarthrosic), Henoch-Schonlein Purpura, hypertrophic osteoarthropathy, multicentre reticutohistiocy- 

2s tosis, arthritis associated with certain diseases, surcoilosis. hemochromatosis, sickle cell disease and other hemoglob- 
inopathnes. hyperlipoproteineimia. hypogammaglobulinemia, hyperparathyroidism, acromegaly, familial Mediterrane- 
an fever. Behat's Disease, systemic lupus erythrematosis. or relapsing polychondritis and related diseases which com- 
prises administering to a mammal in need of such treatment a therapeutically effective amount of the compound of 
formula I in an amount sufficient to inhibit sPLAj mediated release of fatty acid and to thereby mhfoit or prevent the 

30 arachidonic acid cascade and its deleterious products. 

[0012] This invention provides, in addition, a process for preparing compounds of formula II 




Z is cyclohexenyl, or phenyl. 
so R2i is a non-interfering substituent: 
R 1 is-NHNH 2 or-NH 2 . 

R 2 is selected from the group consisting of -OH and-0(CH 2 ) m R 5 where 
R5 is H, -CO a H. -CONHj, -C0 2 (C,-C 4 alkyl). 
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-P(R 6 R 7 ) 



where R* and R 7 are each independently -OH or -0(C,-C 4 )alkyl. -S0 3 H. -S03(C1 -C4 alkyl). tetrazolyl. -CN 
-NH 2 . -NHSOaR 15 , -CONHSOfcR 16 : whereR 15 is-(C,-C 6 )alkylcr-CF 3 ; phenyl or phenyl substituted with -C0 2 H 
or -C0 2 (C,-C 4 )alkyl where m is 1 -3. 

to R3 is H, -OfC^-Cjalkyl halo -(C,-C 6 )alkyl. phenyl, -(C,-C 4 )alkylphenyl phenyl substituted with -(C,-C 6 )alkyl. 

halo, or -CF 3 , -CHjOSifCj-Ce) alkyl, furyl. thiophenyt,-(C 1 -C 6 )hydroxyalkyl.- (C,-C 6 ) alkoxy(C 1 -C 6 )alkyl,-(C 1 -C 6 ) 
alkoxy(C,-C 6 )alkeny|- or -(CH 2 )„R 8 where R 8 is H.-CONH 2 . -NRW. -CN or phenyl where R 9 and R 10 are inde- 
pendently hydrogen. -CF 3 . phenyl.-(C 1 -C 4 )alkyl.-!C 1 -C 4 ) alkylphenyl or -phenyl(C,-C 4 ) alkyl and n is 1 to 8: and 
R 4 is H. -(C s -C 14 )alkyl, -(C 3 -C 14 )cycloalkyl, pyndyl, phenyl or phenyl substituted with from 1 -5 substituents selected 

)5 from the group consisting of -(C,-C 6 )alkyl. halo. -CF 3 , -OCF 3 , -(C,-C 4 )alkoxy. -CN, -(C,-C 4 )alkylihio. phenyl 
(C1-C 4 )alkyl, -(C,-C 4 )alkylphenyl, phenyl, phenoxy. -OR 9 ., where R 9 and R'° are independently hydrogen. -CF 3 . 
phenyl. -(C, -C 4 )alkyl,-(C , -C 4 ) alkylphenyl or -pheny ((C, -C 4 ) alkyl. tetrazole: tetrazole substituted with -<C, -C 4 )alkyl 
or -(C,-C 4 )alkylphenyl or naphthyl: 

zo or a pharmaceutical^ acceptable racemate solvate tautomer, optical isomer, prodrug derivative or salt, thereof. 

a) estenfying a compound of formula XVI 



25 



30 




(XVI) 



35 where X is halo. 

to form a compound of formula XV 



40 



4S 




(XV) 



0 



so where PG is an acid protecting group 

b) reducing a compound of formula XV to form a compound of formula XIV 
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10 




(XIV) 



is 



where PQ is an acid protecting group 

c) condensing a compound of formula XIV with a compound of formula XIII 



20 




.3(a) 



(XIII) 



25 



30 



where R^fa) is H. -0(C,-C 4 )alkyl, halo.-iC,-C 6 )alkyl. phenyl. -(C,-C 4 )alkylphenyl; phenyl substituted with -(C r C 6 ) 
alkyl. halo or -CF 3 . -CH J OSi(C,-C 6 )alkyl, furyt, thwphenyl.-tC^gjhydroxyakyl.-tCrCeJalkoxytC^e^lkyl. -(C r 
CeJalkoxyCC, -C 6 )alkenyl; or -(CH;,) n R 8 where R a Is H, -NR 9 R«. -CN or phenyl where R 9 and R'" are independently 
hydrogen, -CF 3 . phenyl.-(C 1 -C 4 )alkyl.-(C, -C 4 )alkylphenyl or -phenyHC, -C 4 )alkyl and n is 1 to 8" 
to form a compound of formula XII 



as 




(XII) 



3U) 



45 



d) cyclizmg a compound of formula XII to form a compound of formula XI 



so 



55 




31*1 



(XI) 



) alkylating a compound » formula XI with an alkylating agent » the formula XCHjR 4 , wher X is halo to I rm a 
compound of formula X 
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10 



0^ ,0PG 




is 



() dehydrogenatmg a compound of formula X to form a compound of formula IX 



20 



25 




3(a) 



(IX) 



30 



g) aminaling a compound of formula IX lo form a compound of formula VIII 



as 



40 




set 



CH 2 R' 



45 



h) alkylalmg a compound of formula VIII with an alkylating agent of formula XCi-feR 15 where X is halo and R ,s is 
-COaR' 6 , -S0 3 R'6. -P(O) (OR 16 ) 2 . or -P(O) (OR 16 )H. where R 16 is an acid protecting group to form a compound 
of formula VII 



so 



ss 
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10 




(VII) 



is 



i) optionally hydrolyzmg a compound of formula VII to form a compound of formula I and optionally salifying a 
compound of formula I 



20 



[0013] This invention provides, n addition, a process for prepanng compounds of formula II or a pharmaceutical^ 
acceptable racemate, solvate, tautomer. optical isomer, prodrug derivative or salt, thereof, 
which process compnses the steps of. 

a) esterrfying a compound of formula XVI 



25 



30 



0- ^OH 




+ -.0 



XVI 



40 



45 



50 



where X is halo to form a compound of formula XV 




XV 



55 



where PG is an acid protecting group: 

b) condensing a compound of formula XV with a compound of formula XVII 
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5 




R 3 (a) 

XVII 

to 

to form a compound of formula XVIII 



is 



20 




25 

XVIII 

c) cyclizmg a compound of formula XVIII to form a compound of formula XIX 

30 



3S 




XIX 

* 

d) alkylating a compound of formula XIX with an alkylating agent of the formula XCHJR*. where X is halo, to form 
a compound of formula XX 



so 



ss 



8 
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5 



10 




XX 

IS 

e) dealkylating a compound ol formula XX to form a compound of formula IX 



20 



2S 




30 

IX 

f) animating compound of formula IX to form a compound of formula VIM 

3S 



40 




VIII 

so g) alkylating a compound of formula VIII with an alkylating agent of formula XCHjR' 5 . where X is halo and R' s is 

-Ct^R' 6 . -SO3R 16 , P(0)(OR ,6 )2. or -P(O) (OR' 6 )H. where R' 6 is an acid protecting group to form a compound of 
formula VII 

55 
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s 



10 




VII 

h) optionally hydroyzing a compound of formula VII to form a compound of formula I and optionally salifying a 
compound of formula I 

[001 4] This invention provides, in addition, new intermediates of the formula III 



2S 



30 




(III) 



wherein. 

PG is an acid protecting group 
R 21 is a non-interfenng substrtuent: 
R 12 isHorCr^R*where 

R 4 is H. -(C s -C 14 )alkyl. -<C 3 -C, 4 )cycloalkyl. pyridyl. phenyl or phenyl substituted with from 1 -5 substituents selected 
from the group consisting of -(C,-C 6 )alkyl. halo, -CF 3 . -OCF 3 . -(C,-C 4 )alkoxy. -CN. -(CVdJalkylthio. phenyl 
(C1-C 4 )alkyl.- (C,-C 4 )alkylphenyl. phenyl, phenoxy. -OR 9 ; where R 9 and R 10 are independently hydrogen. -CF 3 . 
phenyl. -<C 1 -C 4 )alkyl,-(C 1 -C 4 ) alkylphenyl or -phenylfC,^) alkyl tetrazole. tetrazoJe substituted with -<C,-C 4 ) 
alky I or -<C, -C 4 )alkylphenyl: or naphthyl: 

R3(a) is H. -O^-C^alkyl. halo. -(C,-C 6 )alkyl. phenyl. -{C 1 -C 4 )alkylphenyl: phenyl substituted with-fCVCeJalkyl, 
haloor -CFg. -CHjOSifX^-CeJalkyl, furyl, thtophenyM^-CsJhydroxyalkyl.- (C^eJalkoxyfC^-CeJalkyl, -{C r C 6 ) 
alkoxy(C,-C 6 )alkenyl: or -(CH 2 )„R 8 where R 8 is H.-NRW 0 . -CN or phenyl where R 9 and R 10 are independently 
hydrogen, -CF 3 . phenyl, -(C,-C 4 )alkyl, -(C^-C^alkylphenyl or -phenyl(C r C 4 )alkyl and n is 1 to 8: 
Z is cycbhexenyl or phenyl: and 
X is halo. 

[001 5] As another embodiment, this mention provides intermediates of the formula IV 
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wherein 

PG is an acid protecting group 
R 21 is a non-interfering substituent 
P.' 2 is H or CHjjR 4 where 

R 4 is H -(C 5 -C 14 )alkyl -(C 3 -C t4 )cycloalkyl. pyndyl, phenyl or phenyl substituted with from 1 -5 substituents selected 
from the group consisting of -(C,-C 6 )alkyl. halo -CF 3 . -OCF 3 -(C,-C 4 )alkoxy. -CN -(C 1 -C 4 )alkylthio. phenyl (C,- 
C 4 )alkyl.- (C 1 -C 4 )alkylphenyl phenyl, phenoxy, -OR 9 , where R 9 and R 10 are independently hydrogen. -CF 3 . phe- 
nyl, -(C,-C 4 )alkyl. -(C,-C 4 ) alkylphenyl or -phenyl(C,-C 4 ) alkyl tetrazole; tetrazole substituted with -(C,-C 4 )alkyl or 
-(C,-C 4 )alkylphenyl: or naphthyl 

R 3 (a) is H, -0(C,-C 4 )alkyl. halo, -(C,-C 6 )alkyl. phenyl. -(C,-C 4 ) alkylphenyl. phenyl substituted with -(C,-C 6 )alkyl. 
halo or -CF 3 . -CH20Si(C,-C 6 )alkyl. furyl thioph9nyl.-(C,-C 6 )hydroxyalkyl.- (C,-C 6 )alkoxy(C,-C 6 )alkyl -(C,-C 6 ) 
alkoxy(C,-C 6 )alkenyl or -(CH 2 ) n R e where R° is H -NR 9 R'°. -CN or phenyl where R 9 and R 10 are independently 
hydrogen. -CF 3 . phenyl. -(C,-C 4 )alkyl. -<C r C 4 )alkylphenyl or -phenyl(C,-C 4 )alkyl and n is 1 to 8. 
R" is -OH. =0. -0(C,-C4)alkyl or -0(CH 2 )R<s where R 1S b-C0 2 R'6. -SOjR' 6 P(O) {OR'6) 2 . or -P(O) (OR 16 )H 
where R 16 is an acid protecting group and 

A and Z are each independently phenyl or cyclohexenyl provided that A and 2 cannot both be phenyl. 
[0016] In a still further embodiment this invention provides new intermediates of the formula 




XVIII 

where PG is an acid protectng group. 
R 21 is a non-interfering substituent. and 

R 3 (a) is H -0(C,-C 4 )alkyl. hab.-(C r C 6 )alkyl. phenyl. -(C,-C 4 ) alkylphenyl phenyl substituted with -(C,-C s ) alkyl. 
halo or -CF 2 . -CH 2 OSi(C,-C 6 )alkyl. furyl. thbphenyl -(C,-C 6 )hydroxyalkyl - (C,-C 6 )alkoxy(C r C 6 )alkyl. -(C,-C 6 ) 
alkoxyiC,-C 6 )alkenyl: r -(CH 2 )„R 8 where R 8 is H.-NRW. -CN or phenyl where PP and R'° are independently 
hydrogen -CF 3 phenyl.-(C 1 -C 4 )alkyl -(C,-C 4 )alkylph nyl or -phenyl(C,-C 4 )alkyt and n s 1 to 8 

[0017] Other objects, features and advantages of the present invention will become apparent from the subsequent 
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description and the appended claims. 
Definitions. 

S [0018] As used herein, the term, "alkyl" by itsell or as part of another substituent means, unless otherwise defined, 
a straight or branched chain monovalent hydrocarbon radical such as methyl, ethyl, n-propyl. isopropyl n -butyl, tertiary 
butyl, isobutyl, sec-butyl tert butyl, n-pentyl. isopentyl. neopentyl. heptyl. hexyl. octyl, nonyl, decyl. undecyl. dodecyl, 
tndecyl. tetradecyl and the like. The term "alkyl' includes -(C,-C2)alkyl,-(C,-C 4 )alkyl -(C,-C 6 )alkyl.-(C 5 -C l4 )alkyl, and 
-(C,-C 10 )alkyl. 

io [0019] The term 'alkanyl' as used herein represents an olefimcally unsaturated branched or linear group having at 
least one double bond Examples of such groups include radicals such as vinyl, allyl, 2-butenyl. 3-butenyl 2-pentenyl. 
3-pentenyl. 4-pentenyl. 2-hexenyl. 3-hexenyl. 4-hexenyl. 5-hexenyl. 2-heptenyl. 3-heplenyl. 4-heptenyl. 5-heptenyl. 
6-heptenyl as well as dienes and trienes of straight and branched chains 

[0020] The term "alkynyl" denotes such radicals as ethynyl. propynyl, butynyl, pentynyl. hexynyl, heptynyl as well as 
is di- and tn-ynes. 

[0021] The term 'halo* means chloro. fluoro. bromo or rodo. 

[0022] The term "-(C,-C 4 )alkoxy". as used herein, denotes a group such as methoxy, ethoxy n-propoxy, isopropoxy. 
n-butoxy, t-butoxy and like groups, attached to the remainder of the molecule by the oxygen atom 
[0023] The term "phenyl(C,-C 4 )alkyl" refers to a straight or branched chain alkyl group having from one to four carbon 
20 atoms attached to a phenyl ring which chain is attached to the remainder of the molecule Typical phenylalkyl groups 
include benzyl, phenylethyl, phenylpropyl, phenylisopropyl. and phenylbutyl 

[0024] The term "-(C^^Jalkylthio" defines a straight or branched alkyl chain having one to four carbon atoms at- 
tached to the remainder of the molecule by a sullur atom Typical -(C r C 4 )alkylthio groups include methyltho, ethyltho, 
propylthio, butylthio and the like. 
25 [0025] The term ■-(C 3 -C 14 )cycloalkyl" includes groups such as cyclopropyl, cyctobutyl, cyclopentyl, cyclohexyl, cy- 
ctoheptyl, cyclooctyl. cyctononyl, cyclodecyl, cycloundecyl. cyclododecyl, cyclotndecyl. cyclotetradecyl and the like 
The term ■-(C 3 -C 14 )cycloalkyr includes and -(Cg-C/Jcycloalkyl. 

[0026] The term, "heterocyclic radical", refers to radicals derived from monocyclic or polycyclic, saturated or unsatu- 
rated, substituted or unsubstituted heterocyclic nuclei having 5 to 14 ring atoms and containing from 1 to 3 hetero 

30 atoms selected from the group consisting of nitrogen, oxygen or sulfur Typical heterocyclic radicals are pyridyl, thienyl. 
fluorenyl, pyrrotyl. furanyl, thiophenyl, pyrazolyl, imidazolyl. phenylimidazofyl. triazolyl, isoxazolyl, oxazolyl. thiazolyl, 
thiadiazolyl, indolyl, carbazofyl, norharmanyl, azamdolyl, benzofuranyl, dibenzofuranyl thianaphtheneyl, dibenzothi- 
ophenyl indazolyl imidazo(1 2-A)pyridinyl benzotnazolyl. anthranilyl. 1 ,2-benzisoxazolyl, benzoxazotyl, benzothia- 
zoryl. purinyl. pryidriyl, dpyndylyl. phenylpyridinyl. benzylpyndinyl, pynmidinyl. phenylpyrimtdinyl, pyrazinyl. 1,3,5-tri- 

3S azinyl. quinolinyl, phthalazinyl, quinazolinyl. and quinoxalmyl. 

[0027] The term 'carbocyclic radical* relers to radicals derived from a saturated or unsaturated, substituted or un- 
substituted 5 to 1 4 membered organic nucleus whose ring forming atoms (other than hydrogen) are solely carbon 
atoms Typcal carbocyclic radicals are cycloalkyl. cycloalkenyl, phenyl, naphthyl, norbornanyl, bicycloheptadienyl. tolu- 
lyl. xylenyl, mdenyl. stilbenyl. terphenylyl. diphenylethylenyl. phenylcyclohexeyl. acenaphthylenyl. and anthracenyl. 

•w biphenyl. bibenzyfyl and related btoenzylyl homologues represented by the formula (bb). 



so where n is an integer from 1 to 8 

[0028] The term, "non-interfering substituent", refers to radicals suitable for substitution at positions 1 , 2, 3, 7 and/' 
or 0 on the tricyclic nucleus (as depicted r\ Formula III) and radical(s) suitable for substitution on the heterocyclic radical 
and carbocyclic radical as defined above. Illustrative non-interfering radicals are hydrogen, -(C 1 -C 14 )alkyl.-(C 2 -C 6 ) 
alkenyl.-(C 2 -C 6 )alkynyl, -(CT-CuJaralkyl.-tCy-C^ialkaryl.^Ca-CaJcycloalkyl. -(C 3 -C 8 )cycloalkenyl. phenyl, tolulyl. xy- 

" lenyl, biphenyl, -(q-CeJalkoxy, -<C 2 -C 6 )alkenyloxy, -(Cj-Cgjalkynyloxy, -(C,-C,2)alkoxyalkyl.-(C r C 12 )alkoxyaJkyloxy, 
-(C,-C 12 )alkylearbonyl -(CvC^alkylcarbonylamno, -(C,-C 12 )alkoxyamin .-(C,-C l2 )alkoxyamincK»rbonyl, -(C,-C l2 ) 
alkylamino.-(C,-C 6 )alkylthio. -(C^Cjjjalkylthiocarbonyl.-tC^eJalkylsulfinyl. -(Cj-CeJalkylsulfonyl.-fC,^) 
haloalkoxy. -(C 1 -C 6 )haloaJkylsulfonyl,-(C 1 -C 6 )haloalkyl. -(C,-C e )hydroxyalkyl.-(CH 2 ) n CN. -(CH 2 ) n NFPR'<>. -0(0)0(0,- 
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C 6 alkyl). -(CH 2 ) n O{C,-C 6 alKyl) benzyloxy. phenoxy. phenyllhio -(CONHS0 2 )R ,s wtiere R' 5 is -(C,-C 6 )alkyl. -CF 3 . 
naphthyl or -(CH^sphenyl where s is 0-5' -CHO. -CF 3 , -OCF 3 pyridyl. amino, amidino, halo, carbamyl. carboxyl. cai- 
balkoxy. -(CH 2 ) n C0 2 H. cyano. cyanoguanidinyl. guanidmo. hydraztde. hydrazine hydrazido, hydroxy, hydroxyamino 
nitro phosphono -S0 3 H. thioacetal. Ihiocarbonyl, furyl.lhiophenyl-COR 9 -CONFER' 0 . -NR 9 R 10 -NCHCOR 9 -S0 2 R 9 . 
s -OR 9 . -SR*. CH 2 SO z R 9 tetrazolylortetra2olylsubslitutedvvith-{C 1 -C 6 )alkyl.phenylor-(C 1 -C 4 )alkylphenyl.-(CH 2 ) n OSi 
(C,-C 6 )alkyl and (C,-C 6 )alkylcarbonyl. where n is from 1 to 8 and R* and R'° are independently hydrogen, -CF-j. 
phenyl.-(C,-C 4 )alkyl -(C,-C 4 )alkylphenyl or -phenyl (C,-C 4 )alkyl 

[0029] The term "acidic group" means an organic group which when attached to a tricyclic nucleus, through suitable 
linking atoms (hereinafter defined as the "acid linker"), acts as a proton donor capable of hydrogen bondug Illustrative 
'o ol an acidic group are the following 

-CO z H. 

is -5-tetrazolyl 

-S0 3 H. 



so 



25 



30 



35 



40 



4S 



SO 



-j> — OH 
OR,, 



-p-OH 

OR., 



f 



■J — OH 
OH 



? 

3— j— OH 
OH 



55 — p-l™:'.- N-R,, 

OH o 
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20 




where n is 1 to 8. R 89 is a metal or -(C,-C 10 )alkyl. and Rgg is hydrogen or -(C,-C 10 )alkyl 

[0030] The words, "acid linker" refer to a divalent linking group symbolized as, -(L a )-. which has the function of joining 
the 5 or 6 position of the tricyclic nucleus to an acidic group in the general relationship: 



(tncyclic nucleus) -(L a )- Acidic Group 

3S [0031] The words "acid linker length", refer to the number of atoms (excluding hydrogen) in the shortest chain of 
the linking group -(L a )- that connects the 5 or 6 position of the tricyclic nucleus with the acidic group. The presence of 
a carbocyclic mg m -(Lg)- counts as the number of atoms approximately equivalent to the calculated diameter of the 
carbocyclic ring Thus, a benzene or cyclohexane ring in the acid linker counts as 2 atoms in calculating the length ol 
-(L,)- Illustrative acid linker groups are: 

40 



•JS 



60 



SS 
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where t is i to 5. Q is selected from the group -f,CH 2 V. -O. -NH-. and -S-, and and R^ are each independently 
selected from hydrogen.-(C,-C 10 )alkyl aryl. -(C,-C 10 )alkaryl. -iC,-C, 0 )aralkyl. carboxy. carbalkoxy. and halo when I 
is one (i ) groups (a), (b). (c) and (d) have acid linker lengths of 3. 3. 2. and 2. respectively 

25 [0032] The salts of the above tricyclics are an additional aspect of the invention In those instances where the com- 
pounds of the invention possess acidic functional groups various salts may be formed which are more water soluble 
and physiologically suitable than the parent compound Representative pharmaceutical^ acceptable salts include but 
are not limited to the alkali and alkaline earth salts such as lithium, sodium, potassium calcium, magnesium, aluminum 
and the like Salts aie conveniently prepaied from the free acid by Irealmg the acid in solution with a base or by exposing 

30 the acid to an ion exchange resin 

[0033] Included within the definition o( pharmaceutical^ acceptable salts are the relatively non-toxic, inorganic and 
organic base addition salts of compounds of the present invention, for example, ammonium, quaternary ammonium, 
and amine cations, derived from nitrogenous bases of sufficient basicity to form salts with the compounds of this in- 
vention (see. for example. S M Barge, etal 'Pharmaceutical Salts.* J. Phar Sci 66 1-19(1977)). 

?5 [0034] Compounds of the invention may have chiral centers and exist in optically active forms. R- and S-tsomers 
and racemic mixtures are contemplated by this invention A particular stereoisomer may be prepared by known methods 
using stereospecific reactions with starting materials containing asymmetnc centers already resolved or, alternatively, 
by subsequent resolution of mixtures of stereoisomers using known methods 

[0035] Prodrugs are denvatives of the compounds of (he invention which have chemically or metabolically cleavable 

■w groups and become by sofvolysis or under physiological conditions the compounds of the invention which are phar- 
maceutically active in vrvo Derivatives of the compounds of this invention have activity in both their acid and base 
derivative forms but the acid derivative form often offers advantages of solubility, tissue compatibility, or delayed release 
in a mammalian organism (see. Bundgard. H. Design of Prodrugs pp 7-9, 21 -24. Elsevier Amsterdam 1 985) Prodrugs 
include acid derivatives, such as esters prepared by reaction of the parent acidic compound with a suitable alcohol. 

•*s or amides prepared by reaction of the parent acid compound with a suitable amine Simple aliphatic esters (eg methyl, 
ethyl propyl, isopropyl. butyl, sec-butyl, tert-butyl) or aromatic esters derived from acidic groups pendent on the com- 
pounds of this invention are preferred prodrugs. Other preferred esters include morpholinoethyloxy. diethylglycolamide 
and diethy lammocarbonytmethoxy In some cases it is desirable to prepare double ester type prodrugs such as (acyloxy ) 
alkyl esters or ((alkoxycarbonyl)oxy)alkyl esters. 

so [0036] The term 'acid protecting group" is used herein as it is frequently used in synthetic organic chemistry, to refer 
to a group which will prevent an acid group from participating in a reaction earned out on some other functional group 
in the molecule but which can be removed when it is desired to do so Such groups are discussed by T. W Greene in 
chapter 5 of Protective Groups n Organic Synthesis. John Wiley and Sons. New York. 1981. incorporated herein by 
reference in its entirety Examples of acid protecting groups include ester or amide derivatives of the acid group such 

& as. methyl, methoxymethyl. methyl-lhiomethyl tetrahydropyranyl methoxyethoxymethyl. benzyloxymethyl. phenyl, ar- 
yl. ethyl. 2.2. 2-tnchloroethyl. 2-methytthioethyl. t-butyl, cyclopentyl. tnphenylmethyl, diphenylmethyl, benzyl, tnmeth- 
ylsiiyl N.N-dimethyl. pyrrolidmyf pipendinyl. or o-nitroanilide A preferred acid-protecting group is methyl 
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Pref rred Subgroups of Compounds of F rmula (I) 

[0037] A preferred subclass of compounds of formula (I ) are those wherein R 21 is selected from the group hydrogen, 
halo. -(C,-C 3 )alkyl, -(C 3 -C 4 )cycloalkyl, -(C 3 -C 4 )cycloalkenyl. -Of.C,-C2)alkyl and -S^-Cgtelkyl. 
s [0038] Another preferred subclass of compounds of formula (I) are those wheren for R 2- , (L)- is an alkyl chain of 1 
or 2 carbon atoms. 

[0039] Another preferred subclass of compounds of formula (I) are those wherein for R 20 , group R 60 is selected from 
the group consisting of cycloalkyl. cycloalkenyl. phenyl, naphthyl. norbornanyl, bicycloheptadienyl, lofulyl. xylenyl, in- 
denyl, stilbenyl, terphenytyl. diphenylethylenyl, phenyl-cyclohexenyl, acenaphthylenyl. and anthracenyl. brphenyl, 
io bibenzytyl and related bibenzytyl homologues represented by the formula (bb) 



(bb) 

is 



where nisanumberfrom 1 to 8. Particularly preferred are compounds wherein R 20 is selected from the group consisting 
of 

20 



=V(R n ) w 



(CH 2 ) W - 

25 



and 




30 

(CH,) 



3S where R 17 is a radical independently selected from halo, -(C,-C 10 )alkyl, -(C,-C, 0 )alkoxy, -S^C^C^ alkyl), and -(C,- 
C, 0 )haloalkyl, and w is a number from 0 to 5. 

[0040] Another preferred subclass of compounds of formula (I) are those wherein FP" is a substituent having an acid 
linker with an acid linker length of 2 or 3 Most preferred are compounds where the acidic group is selected from 

40 

-CO z H 
-5-tetrazolyl, 

45 S °3H. 



f 

SO 1 — OH 

0R »» 



55 
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where n is 1 to 8. R ffl isam lal or -(C,-C 10 )alKyl. and Ftgg is hydrogen or -(C,-C 10 )alkyl Particularly pref rred are 
compounds wherein the acidic group of R 2 ' is selected Irom 



-C0 2 H . 



-SO,H . 



10 



-P(O) (OH) 8 



or salt, and prodrug (e g. ester) derivatives thereof. 

[0041] Another preferred subclass of compounds of formula (I) are those wherein R 2 ' is a substituent having an acid 
is linker with an acid linker length of 2 or 3 and the acid linker group. -(!_„)-. for R 2 " is selected from a group represented 
by the formula; 



20 



25 



30 



35 



40 



45 



- ~Q — y— 



where Q is selected from the group -(CH 2 )- -O-. -NH- and -S-. and R M and R 8S are each independently selected from 
hydrogen,-(C 1 -C 10 )alkyl, aryl.-(C,-C 10 )alkylaryl, *ryl(C r C, 0 )alkyl. carboxy, carbalkoxy and hato Most preferred are 
compounds where the acid linker, -(L,,)-. for R 2 ' is selected from the specific groups. 



-£nh-ch 2 3- , 



-£cH 2 — CH,^- 



50 



55 



and 
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10 

[0042] Anolher preferred subclass of compounds of formula (I) are those wherein is a substiluent havng an acid 
linker with an acid linker length of 3 to 8 atoms and the acid linker group. -(LJ-. for R* is selected from. 




25 

where r is a number from 1 to 7. s is 0 or 1 , and Q is selected from the group -(CH 2 )-. -O. -NH-, and -S- and and 
Ras are each independently selected from hydrogen, -(C, -C 10 )alkyl. aryf.-(C r C l0 )alkylaryl. -aryl(C,-C 10 )alkyl, carboxy. 
carbalkoxy and halo 

[0043] Most preferred are compounds where the acid linker. -(L a )- for R* is selected from the specific groups: 



3S 



■to 



45 



so 



ss 
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20 



25 



30 



40 




wherein and Rgg are each independently selected from hydrogen, -(C,-C 10 )alkyl, aryl, -(C,-C, 0 )alkaryl -(C,-C 10 ) 

4S aralkyl, carboxy, carbalkoxy. and halo 

[0044] Another preferred subclass of compounds of formula (III) are those wherein R 3 ' is selected from hydrogen 
and non-inlerfenng substituents. with the non-interfenng substituents being selected from the group consisting of hy- 
drogen -(C^eJalkyl.-ICa-CgJalkenyUCa-CeJalkynyl, ^Cj-CjaJaralkyl.-KVC^alkaryl -(C 3 -C 8 )cyctealkyl. -(C 3 -C 8 ) 
cycloalkenyl. phenyl, tolulyl, xylenyl. biphenyl, -(^-CeJalkoxy.-tCa-CeJalkenyloxy-JCj-CsJalkynytaxy. -(C,-C I2 )alkoxy- 

so alkyUCVCj^alkoxyalkyloxy. -(^-C^JalkylcarbonyL-iCt-C^Jalkylcarbonylamino. -(C^aJaltoxyamino.-IC,-^) 
alkoxyaminocarbonyl, •(C 1 -C 12 )alkylamino.-(C 1 -C 6 )alkylthio. -(C,-C 12 )alkylthiocarbonyl.-(C 1 -C 6 )alkylsulfinyl, -(C,^) 
alkyteu»onyl,-(C r C 6 )haloalkoxy. -(C,-C 6 )haloalkylsulfonyl,-(C 1 -C 6 )haloalkyl, -(C,-C 6 )hydroxyalkyl. -C(OP(C,-C 6 
alkyl). -(CH 2 ) n O(C,-C 6 alkyl), benzytaxy, halo, phenylthio: phenyl substituted with -(C,-C 6 )alkyl. halo. or-CF 3 ; furyl, 
thiophenyl. -(CHjJnCNHC^R 8 where is H. -CONHj. -NRW 0 . -CN or phenyl where R 9 and R'° are independently 

65 -(C,-C 4 )alkyl or -phenyKCj-C^-CHO. amino, amidino. carbamyl, carboxyl. carbalkoxy.-lCHa^COgH, cyano, cyano- 
guanidinyl. guanidino. hydrazide, hydrazino. hydrazfcto. hydroxy, hydroxyamn . nitro, phosphono. -SOaH. thioac tal, 
thiocarbonyl, and -(C, -Ce)alkylcart>onyl. where n is from 1 to 8. 

[0045] Another preferred group of substituents for PP nclude H. -0(0, -C 4 )alkyl. hato,-(C, -C 6 )alkyl. phenyl. -(C, -C 4 ) 



20 
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alkylphenyl. phenyl subsliluied wHh-(C,-C 6 )alkyl. nab. or -CF 3 . -CH 2 OSi(C,-C 6 )alkyl. furyl. thiophenyl -(C,-C 6 )hy- 
droxyalkyl. or -(CH2) n R 8 where R e is H. -CONH 2 , -NRW.-CN or phenyl where R 9 and R 10 are independently -(C,- 
C 4 )alkyl or -phenyl(C , -C 4 )alkyl and n is 1 to 8. 

[0046] Yet another preferred group riclude H. -OfCj-C^lkyl, halo, - (C,-C 6 ) alkyl. phenyl. - (C,-C 4 ) alkylphenyl 
phenyl substituted with -(C,-C 6 )alkyl halo or -CF 3 . -CH20Si(C,-C 6 )alkyl. furyl thiophenyl -(C,-C 6 )hydroxyalkyl. or 
(CH 2 )„R8 where R 8 is H. -NR 9 R'0 -CN or phenyl where R 9 and R"> are mdependenlly-(C,-C 4 )alkyl or -phenyl(C, -C 4 ) 
alkyl and n is 1 to 8 

[0047] Prelerred compounds of the invention are those having the general formula (II) 




CH 2 R 4 

wherein 

R' is -NHNH 2 . or -NH 2 : 

R 2 is selected from the group consisting of -OH and-0(CH 2 ) m R s where 
R s is H. -C0 2 H. -C0 2 (C,-C 4 alkyl). 



t 

where R* and R 7 are each independently -OH or -0{C, -C 4 )alkyl. S03H.-S0 3 (C,-C 4 alkyl). tetrazolyl -CN. -NH 2 . 
-NHSOjR' 5 -CONHS0 2 R'S where R'5 j S . ( c,-C 6 )alkyl or -CF 3 , phenyl or phenyl substituted with -COjjH or -CO a 
(C, -C 4 )alkyl where m is 1 -3 

R 3 is H. -0(C,-C 4 )alkyl. halo.-(C,-C 6 )alkyl. phenyl -<C|-C 4 )alkylphenyl. phenyl substituted with-(C,-C 6 )alkyl. halo, 
or -CF 3 : -CH 2 OSi(C,-C 6 )alkyl furyl. thiophenyl,-(C,-C 6 )hydroxyalkyl. or -(CH 2 )„R« where R 8 is H -CONH 2 
•NF^R' 0 -CN or phenyl where R 9 and R'O are independently -(C,-C 4 )alkyl or -phenyl(C,-C 4 )alkyl and n is 1 toS 
R 4 is H. -(C E -C 14 )alkyl. -(C 3 -C 14 )cycloalkyl. pyridyl. phenyl or phenyl substituted with -(C,-C 6 )alkyl. halo 
-CF 3 .-OCF 3 .-(C,-C 4 )alkoxy. -CN -(C,-C 4 )alkylthio phenyl(C,-C 4 ) alkyl. -(C,-C 4 | alkylphenyl. phenyl, phenoxyor 
naphthyl. 

Z is cycbhexenyl. or phenyl. 

or a pharmaceutical^ acceptable racemate, solvate, tautomer, optical isomer, prodrug derivative or salt, thereof. 
[0048] Prelerred substituents of compounds of formula I and 1 1 include the following: 

(a) R 1 is -NH 2 . -NHNH 2 . 

(b) R 1 is -NH 2 . 

(c) R 2 is -0(CH 2 ) m R s where R s is -H -C0 2 H or 



I 



-p (r6r 7 ) , 



where R 6 and R 7 are -OH. 
(d) R 2 is -OH 
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(e) R 2 is -0(CH 2 ) m R 5 where R* is -H. -C0 2 (C,-C 4 alkyl). phenyl or phenyl substituted with -CCfeH or -C0 2 (C,-C 4 
alkyl). 

(f) R 2 is -0(CH a ) m R5 where R s is 



"P (R6r7) 

and RS and R 7 are -0|C r C 4 alkyl). or when one of R* and R 7 is -0<C,-C 4 alkyl), the other is -OH 

(g) R3 is -H -0(C,-C 4 alkyl) or -(CH 2 ) n R8 where 
n = 2 and 

R 8 is H or phenyl. 

(h) R 3 is H, or -0(C 1 -C 4 alkyl): 

(i) R 3 is -(CHa^RS where R 8 is -NR 9 R'<>. 



I 

20 -C NH2 

or -CN where R 9 and R 1 ° are -(C,-C 4 )alkyl. 
(j) R 4 is phenyl: 

(k) R 4 is phenyl substituted at the 2- and 6-position of the phenyl ring with -<C r C 4 )alkyl, (C,-C 4 )alkoxy, halo or 
phenyl 

(I) R 4 is phenyl substituted at the 2- or 6-position of the phenyl ring with -(C, -C 4 )alkyl. -(C, -C 4 )alkoxy, halo or phenyl, 
(m) R 4 is phenyl substituted at the 3- or 5-position of the phenyl ring with -(C,-C 4 )alkyl, -(C,-C 4 )alkoxy, halo or 
phenyl. 

(n) R 4 is -(C 6 -C, 4 )alkyl or-(C 6 -C t4 )cyctoalkyl. 
30 (o) Z is cyclohexenyl. 

(p) R 5 is H, -COgH. -C0 2 (C,-C 4 alkyl). 



-P (R 6 R 7 ), 

-NHS02(C,-C 6 )alkyl, -CONHS02<,C,-C 6 )alkyl tetrazolyl. phenyl or phenyl substituted with -C0 2 Hor-C02(C,-C 4 
alkyl) where R 6 and R 7 are each independently -OH or -0(0, -C 4 alkyl) and m is 1 -3. 
(q) R s is H -COaH. -CO^C,-^ alkyl). 



-P (R 6 R 7 ), 

phenyl, or phenyl substituted with -CO a H or -CO^C,-^ alkyl) where R 6 and R 7 are each independently -OH or 
-0(C,-C 4 alkyl) and m is 1-3: 
(r) Z is cyclohexenyl. 
(s) Z is phenyl. 

(t) R s is H, -COaH, -COjfC ,-C 4 alkyl): 



-P(R 6 R 7 ) 

where R 6 and R 7 are each independently -OH or -0(C,-C 4 )alkyl: -S0 3 H. -S0 3 (C1-C4 alkyl), tetrazolyl. -CN. -NH 2 , 
-NHSPaR 15 ; -CONHSOaR 15 . where fl 15 is-f^-C^alky! or -CF 3 . phenyl or phenyl substituted with -COjH or -CQ 2 
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(Cj-C^alkyl where m is 1-3. and 

(u) R 3 is H. -OiC,-C 4 )alkyl. halo,-(C,-C 6 )alkyl, phenyl -(C,-C 4 ) alkylphenyl. phenyl substituted wilh -(C,-C 6 )alkyl, 
halo or -CF5. -CHgOSKCj-CgJalkyl. luryl thiophenyl. -(C r C 6 )hydroxyalkyl-(C,-C 6 ) alkoxy(C,-C 6 )alkyl. - (C,-C 6 ) 
alkoxy|C,-C 6 )alkenyl • (C,-C 6 )alkoxy(C,-C 6 ) alkyl.- (C,-C 6 )alkoxy.-f.C,-C 6 )alkenyl or -(CHjlnR 8 where R 8 is H, 
s -CONH 2 -NR 9 R'°. -CN or phenyl where R 9 and R'° are independently hyd rogen, -CF 3 , phenyl -(C,-C 4 )alkyl,- 

(C,-C 4 )alkylphenyl or -phenyl (C,-C 4 )a!kyl and n is 1 to 8 

[0049] Further typical examples of compounds of formula I which are useful in the present invention include 

10 5-hydroxy-7- (5-cyanopentyl)-9-methyl-1 2 3 4-tetrahydrocarbazole-4-carboxamide 

6-(2-carboxyemoxy)-8-methoxy-9-cyclopentylmethyl-1,2,3.4-tetrahydrocarba2ole-4^artx>xamide. 

5- (3-phenylpropoxy)-7-ethoxy-9-butyl-1 ,2,3 4-tetrahydrocarbazole-4-carboxamide: 

6- (2-phosphonoethoxy)-8-phenylhexyl-9-(cyctotetradecyl)methyl-1 2.3.4-tetrahydrocarbazole-4-carboxamide. 

5- ethoxycarbonylmethoxy-8-(5-carbamoylpent-1 -yl)-9-(3.5-dipropylphenyl)methyl-1 .2.3 4-tetrahydrocarbazole- 
'S 4-carboxamide: 

6- (diethoxyphosphonyl)methoxy-9-(4-rr>ethoxyphenyl)melhyl-1,2.3 4-tetrahydrcicarbazole-4<arboxam 
6-(3-(4-carboxypheny))prop-1-yl)oxy-8-heptyl-9-(3-phenylethyl)phenyl)methyl-1 2.3.4-lelrahydrocarbazole-4-car- 
boxamide. 

6-(2-propoxycarbonyl)emoxy-8-(3-(N.NKitrTOthy 
20 boxamide 

5-(di-l-butoxyphosprKxiyl)metrioxy-7-rionyl-9-<3-pro^ 
mide. 

5- (2-(3-methoxycarbonyf)phenyl)ethoxy-7-pentyl-9-methyM^ 

6- hydroxy-8-(4-(N.N-diethylamino)buM-yl)-9-(3-fluorophe^^ 
25 ide 

6-(2-phenylethoxyl-9-(2-phenylphenyl)methyl-l 2.3.4-tetrahydrocarbazole-4-carboxamide. 
(S)-6-((3<:arboxy)propO-yl)oxy-8-propoxy-9-(7-cyanc4iepto-yl)-1.2 1 3.4-tetrahydrocarbazole-4-carboxamide. 
5-(propoxycartKOTyl)methoxy-9-cyclopentylrnethyl-l,2,3,4-tetrahydrocarbazole-4<arboxamide. 
(S)-5-(2-ethoxyphosphonyl)ethoxy-(4-carbarnoyl)but-1-yl-9-(3-mathylthiophenyl)methyH 2,3.4-tetrahydrocarba- 
00 zole-4<arboxamide 

5-(3-(etrK>xycarocflyl)prcp-l-yl)oxy-7i3ropoxy-9-(cycloncflyl)methyl-1.2.3.4Hetrahydrocarba^ 

5- (3-phosphc^rcp-l-yl)oxy-8-heptyl-9-(4<hlorophenyl)meW 

6- methoxy<»rbonylmettioxy-7-(5H:yanopento-yl)-9-tridecylmethyM^ 
(S)-6-propoxycarbonylmethoxy-9-((3-isopropyl-5-rnethoty^ 

3S amide 

(S)-€-dimethoxyphosphonoethoxy-8-(6-(N.N-dimethylamino)hex-1 -yl-9-(3.5-dimethoxyphenyl)methyl-1 2 3.4-tet- 
rahydrocarbazole-4-carboxamide. 

5- hydroxy-7-(S-cyanopentyl)-9-methylcarbazole-4<arboxamide; 

6- (2-rarboxyethcixy)-8-methoxy-9-cyclopentylmQlhyl-carbazole-4-carboxamide. 
•to 5-(3-phenylprop-1 -yl)oxy-7-elhoxy-9-butylcarbazole-4-carboxamide. 

6-(2-phc«phorx)ethoxy)-8-phenylhexyl-9-((^clotetradecyl)methylcarbazole-4-carboxamide. 

5- ethoxycarbc<iylmethoxy-8-(5<arbamoylpenM-yl)-9-(3,5-dfe 

6- (diethoxyphosphonyl)methoxy-9-(4-meUwxyphenyO^ 
6-(3-(4<arboxyphenyl)prop-l-yl)oxy-8-heptyl-9-(3-phenylethyl)pheny0^ 

•« 6-(2-propoxycarbonyl)ethoxy-8-(3-(N, N-dimethylamino)prop-1 -yl)-9-methylcarba20le-4-carboxamide: 

5-((di-t-butoxyphosphonyl)methoxy-7-nonyl-9-(3-prcpyllhic9heny)methylcarbazole-4-<arboxamide. 

(S)-5-(2-(3-metrK3xycarbc*iyl)phenyl)ethoxy-7-pentyl-9-methylcart>azole-4-carboxamide. 

(S)-6-hydroxy-e-(4-(N.N-diethytemino)Dut-1-yl)-9-(3-fluorophenyl)methylcart)azole-4-carboxamide. 

(S)-6-(2-phenylethoxy)-9-((2-phenyl)phenyl)methylcarbazole-4-carboxamide: 
so 6-((3-carboxy)prop-1 -yl)oxy-8-propoxy-9-(7-cyanohept-1 -yl)-carbazole-4-carboxamide. 

5-(propoxycartx>ivt)nTethoxy-9<yclopentylm8thy1cart)azole-4-carboxamide; 

5-(2-ethoxyphosphony0ethoxy-(4-carbamc^)buM-yl-9-(3^ 

5- ((3-ethoxycarbwiyl)propO-yl)oxy-7-prcpaxy-9-(c^^^ 
(S)-5-(3-phosprKjnoprop-1-yl)oxy-8*eptyl-9-<4-chlorop^ 
(S)-6-methoxyrarbonylmetrwxy-7-(5-cyanc^nt-1-yl)-9^tno^ 

6- (propoxycarbc^vl)rr)ethoxy-9-(3-isoprc>pyl-5-metrK)xy}pheriyl)methvlcart»z I -4-carboxamide: 
6-dirrtetrwxyphc«phCHV5e1hcocy-8-(6-(N.N<fim^ 

4-carboxamide 
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5- hydroxy-7-(5-cyanopenlyl)-9-malhyl-1 .2.3.4-letrahydr<x»rbazole-4-<arboxylic acid hydrazide 

6- (2-cartxjxyettioxy-8-methoxy-9-cyctopentyl)nielhyl-1 .2.3.4-tetrahydrocarbazole-4-<»rboxylic acid hydrazide 

5- (3-phenylprop-1 -yl)oxy-7-e«hoxy-9-butyl-1 .2. 3.4^etrahydrocarbazole-4-carboxylic acid hydrazide. 

6- (2-pho3phofx»thoxy)^^enyhexyl-9-^ XKi 
hydrazide: 

5^tho(ycarbonylmeihoxy-8^5K»rt)arnoylpent-1 -yl)-9-(3.5-dpropylphenyi)rTiethyl-1 .2 3.4-tetrahydrocarbazole- 
4-carboxylic acid hydrazide. 

(S)-6-(diemoxyp*osphonyl)methc*y-9-(4-™^ acid 
hydrazide: 

6-(3-(4-carbc*yphenyl)prop-1 -yl)oxy-e-heptyl-9-«3-phenylethyl)phenyl)methyH .2,3 4-tetrahydrocarbazole- 
4-carboxylic acid hydrazide: 
(S)-6-(2-propoxyrarbonyl)elhoxy-8-(3-W^ 

4- carboxylic acid hydrazide: 

5- (dM-butoxyphosphxx>yl)methoxy-7^cflyl-9-(3-propyimicf)rieny)methyl-1.2,3.4-t« 
15 ic acid hydrazide: 

(S)-5^(2-(3-methoxycarbonyl)phenyl)ethoxy-7-pen»yl-9-methyl-l ,2.3,4^etrahydrocarbazole-4-carboxylic acid hy- 

6- hydro>ry-8-(4-(N.N-diethylamino)but-1-yl)-^^ 
acid hydrazide; 

(S)-6-(2-phenylethoxy)-9-(2-phenylphenyl)methyl-1 ,2.3.4-letrahydrocarbazole-4-carboxylic acid hydrazide 
6-{(3-carbc*y)prop-1 -yl)oxy-8-propoxy-9-{7-cyanohept-1 -yl)methyH .2.3.4-tetrahydrocarbazole-4-carboxvlic acid 
hydrazide: 

5-(propoxycarbonyl)methoxy-9-c^ 
5-(2-emoxyphosphcflyl)emoxy-(4-carba^ 
25 4-carboxylic acid hydrazide. 

5-((3^ethoxycarbonyl)propO-yl)oxy-7-propoxy-9-(cyctononyOrr»thyl-l 2.3.4-tetrahydrocarbazole-4-carboxylic 
acid hydrazide: 7 

5- (3-phc«phonoprop-l-yl)oxy^eptyl-9-(4*h^ ^ 
hydrazide. 

6- nrethoxycarbc«ylmethoxy-7-(5-c^^ acid hy- 
drazide: 

6i>rct»xycartx*ylmelhaxy-9-(3-^ 
id hydrazide: 

6-dimethoxyphc«phcfTOethoxy-8-(6-(N N-dimethylamino)hex-1 -yl-9-(3,5-d»nethoxypheny|)methyl-1 .2.3 4-tet- 
rahydrocarbazole-4-carboxylic acid hydrazide: 

5- hydroxy-7-(5-cyanopentyl)-9-methylcarbazole-4-carboxylic acid hydrazide; 

6- (2<arboxyethykwy)-8HTiethoxy-9-cyclopentylmethyl-carbazolo-4^rboxylic acid hydrazide, 

5- (3-phenylprop-1 -y l)oxy-7-ethc«y-9-butylcarbazole-4-carbcary lie acid hydrazide; 

6- (2-phc«r>icficfflthoxy-a-phenyIhexyl-9-(^^^ acitJ hydrazide- 
^thoxycarbcoylmelhoxy-8-(5-cartan^ aCKl hy- 
drazide: ' 

6-(diethacyphc«phonyl)methc*y-9-(4-nTO^ acid hydrazide. 

6-(3-^4-carboxyphenyl)prop-1 -y1)oxy-8-heptyl-9-((3-phenylemyl)phenyi)methylcarbazole-4-carboxyiic acid hy- 

6-(2-propoxycart)onyl)ethoxy-8-(3-(N, N-dimelhylamino)prop-1 -yl)-9-methylcarbazole-4-carboxylic acid hv- 
drazide; 

5-(di-t-butc*yphosphaiyQrneth^ acid hydrazide 

5- (2-(3-methoxycartx»yl)phenyl)ethoxy-7-penr^ acid hydrazide: 

6- hydroxy-8-(4-(N.N-dethylamino)but^ 

6-(2-phenylethc^)-9-(2-phenylphenyl)methy1w acid hydrazide; 

6-((3-carboxy)prop-l -yl)oxy-8-propoxy-9-(7-cyanohept-1-yl)-carbazol8^-carboxylic acid hydrazide. 
(Sh5-(propc*ycarbonyl)methoxy-9-cyclc^ acid hydrazide; 

5-(2-ethoxyphc«^onyl)ettxjxy-(4-carbamoyl)but-1 -yl-9-(3-methylthiopheny l)methylcarbazcte-4-carboxylic acid 
hydrazide: 

(S)-5-(3-{ethcory<arbony1)prop-1-yl)oxy-7-propoxy-9-(cyclOT acid hydrazrie 

5- (3i)hosphonoprop-1-yl)oxy-8-heptyl-9-(4-chtoroph nyl)methyk»rt)azole-4-carboxyle acid hydrazide: 

6- rr«thoxycarbarytmethoxy-7-(5-<y^ acid hydrazide: 
6l>rc*}Oxycart^ytmetrK>xy-9-<(3-is^ acid hydrazide- 
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(S)^^imethoxyphosphonoemoxy-8-(6-(N.NKJim8lhylamino)hexO-yl-9-(3.5KJimethoxyphenyl)methylcarbazole- 
4-carboxylic acid hydrazide. 

9-[{phenyl)mettiyll-5-carbamoylcart3a20l-4-ylloxyaceticacid: 
9-Ii2-phenoxyphenyl)melhyl|-5-cart>amoytcarba2ol-4-yl}oxyacetic acid. 
9-|i3-phenoxyph8nyl)melhyl]-5-carbamoylcarbazol-4-yl)oxyacelicacid. 
9-[i4-phenoxyphonyl)mothyl]-5-cartjamoylcarbaiol-4-yl)oxyacQtic acid 
9-[(2-fluorophenyl)fnelhyl|-5-carbamoylcarba20)-4-yl}oxyacetic acid. 
9-|(3-fluorophenyl)melhyl]-5-cart)amoylcart}azol-4-yl)oxyacelic acid; 
9-((4-fluorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-((2-chlorophenyl)melhylJ-5-caibamoylcarbazol-4-yl)oxyaceticacid 
9-[(3-chlorophenyl)melhyl|-5-cart)amoylcarbazol-4-ylJoxyaceticacid 
9-((4-chlorophenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyaceticacid: 
9-[(2-bromophenyl)methyll-5-carbamoylcartjazol-4-yl}oxyacelicacid. 
9-|(3-bromophenyl)methyl]-5-carbannoylcarbazol-4-ylloxyacetic acid. 
9-[(4-bromophenyl)methyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid: 
9-[(2Hodophenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-[(3-icdcphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyaceticacid. 
9-[(4Hock^enyl)methyl|-5-carbamoylcarbazol-4-yl[oxyacelH; acd: 
9-|(2-acelamidophenyl)methyll-5-carbamoylcart}azol-4-yl}oxyacetic acid; 
9-[(3-acetamidoph8nyl)methyl]-5-carbamoylcartjazol-4-yl}oxyacelicacid. 
9-[(4-acetamicbphenyl)rnethyl]-S-carbamoy!carbazol-4-yl|oxyacetic acid, 
9-[(2-carbamoylphenyl)methyl]-5-carbafTioylcarbazol-4-yl}oxyaceticacid: 
9-[i'3-carbannoylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(4-carbannoylph8nyl)meIhyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-{<2-methylsulfonylphonyl)methylJ-5-cart>amoylcafbazol-4-ylJoxyacetic acid. 
9-[(3-melhylsuHonylphenyl)melhyl|-5-carbarTK)ylcart)azol-4-ylJoxyacetic acid: 
9-[(4-meihylsulfonylphenyl)methyi]-5-cart)amoylcart)azol-4-yl}oxyacetic acid. 
9-[(2-methylphenyl)methyl]-5-cart)amoylcart>azoJ-4-yl]oxyaceticacld. 
9-{(3-melhylphenyl)methyl]-5-cafbamoylcarbazo(-4-yl}oxyaceticacid. 
9-[i'4-melhylphenyl)methyl]-5-cartjamoylcarbazol-4-yl}oxyacetic acid- 
9-(i2-ethylphenyl)methyl]-5-carbamoylcafbazol-4-ylJoxyacetic acid: 
9-[(3-elhylphenyl)methylJ-5-cafbamoylcarbazol-4-ylJoxyacetic acid. 
9-[ (4-ethylphenyl)mathyl]-5-carbamoy lea ibazol-4-yl)oxyacetic acid 
9-[(2-trifluorofTiethylphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacotic acid: 
9-[(3-trifluoromethylphenyl)methylJ-5-carbamoylcarbazol-4-ylJoxyacoticacid: 
9-[(4-tnfIuoromethylphenyl)methyl]-5-carbamoylcart)azol-4-yl}oxyacGticacid. 
9-[icyclopropyl)methyl]-5-carbamoylcart)azol-4-yl}oxyacetic acid 
9-[(cyclobutyl)methyl]-5-carbamoylcarbazol-4-yl}oxy acetic acid. 
9-[(cyclc^nty0methyl|-5-carbamoylcarbazol-4-ylIoxyaceticacid: 
9-[<cyclohexyl)me1hyl]-5-carbamoylcarbazol-4-ylloxyaceticacid: 
9-[i'2-methoxyphenyl)melhyl]-5-carbamoylcarbazol-4-yl}oxyaceticacid 
9-[i'3-methoxyphenyl)melhyl]-5-carbamoylcart)azol-4-yl}oxyacetic acid. 
9-[(4-methoxyphanyl)melhyll-5-cart)amoylcarbazol-4-yl}oxyacetic acid. 
9-[(2-ethoxyphBnyl)methyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-[i3^thoxyphenyl)melhyl|-5-carbamoylcatbazol-4-y|)oxyacetic acid. 
9-[(4^thoxyphe^y1)memyl|•5^rtlanrK)ylcaftlazo^4-yl}oxyacetic acid. 
9-(i24rifIuoroniethoxyphenyl)rTielhylj-5-cart)amoylcarbazol-4-yl}oxyacetic acid: 
9-[i>tnfluorcfT8thoxyphenyl)mediylj-5Harbamoylcarba2ol-4-yl)oxyacoticacid: 
9-[(4-trifluoromethoxyphenyl)melhyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, 
9-[(2K<ifluoromalhoxyph8nyl)methyl|-5<arbaiTraylcarbazol-4-yl}oxyaceticacid; 
g-I^inuorcnielhoxyphenyOmethyli-S^rtjarncylcarbazol^-ylJoxyaceticacid, 
9-[(4<iifluoromethoxyphenyl)memyl|-5<arbar^ 
9-[(2^anophenyl|m8thyl)-5KarbanToylcart>azol-4-yl}oxyacetic acid: 
94t3<yanctxnenylimethyl)-5-cart>anKjylcartjazoM-ylioxyaceticacid: 
9-{f4-cyanophenyl|m8thyll-5-carbamoylcarbazol-4-ylK)xyaceticacid: 
9-[(2-pyndyl)methyl]-5-carbamoylcarbazol-4-yl)oxyaceticactd: 
9-[(3-pyrictyl)meihy!]-5-carbamoylcart3azol-4-yl}oxyacetic acid. 
9-[(4-pyndyl)mathyl]-5-cart)amoytearbazol-4-yl}oxyaceticacid: 
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9-[(2-luryl)methyl]-5-carbamoy lea rba/ol-4-ylJoxyacetic acid. 
9-[(3-furyl)m8%l)-5-carbamoytearbazoW-yl)oxyacetic acid. 
9-[(2-lhienyt)methyl)-5-cart3amoylcarbazol-4-yl}oxyacelicacid: 
9-[(3-thienyl)methyl]-5-caitoamoylcarba2ol-4-yl}oxyaceticacid: 

s 9-[i2-b8nzylphBnyl)methyl]-5-carbamoytcarbazol-4-yl}oxyacetic acid. 

9-[i3-bonzylphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacaticacid. 
9-[(4-b9nzy»phenyl)tnethyl]-5-carbamoylcarbazol-4-yl}oxyacotic acid. 
9-[(2-benzoylphonyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-{t3-benzoylphenyl)melhyl]-5-carbamoylcart)azol-4-yl)oxyaceticacid. 

10 9-[(4-benzoylphanyl)mGlhyl]-5-carbamoylcart)azol-4-yl)o)(yacetic acid. 

9-[<2-b8nzyloxyph8nyl)methyl|-5-carbamoylcart)azol-4-yl}oxyaceticacid: 
9-{(3-benzyloxyphenyl)methyl|-5-carbamoylcarbazol-4^yl}oxyaceticacid: 
9-{(4-benzyloxyphenyl)methyl|-5-carbamoylcarbazol-4^yl}oxyaceticacid; 
9-J(2-phenylphBnyl)methyl]-5-carbamoylcarbazol-4-yl|oxyaceticacid 

'S 9-[i3-phenylphenyl)methyl]-5-carbamoylcart)azol-4-ylJoxyacetic acid; 
9-[(4-phenylphenyl)m8thyl]-5-carbamoylcart>azol-4-yl}oxyacetic acid: 
9-[(1 -naphthy l)me!hyl]-5-carbamoylcarbazol-4-y l}oxyacetic acid: 
9-[(2-naphthyl)methyl]-5-cafbamoylcarbazol-4-yl}oxyaceticacid: 
9-ii2.3-dinuor<^henyl)methyl|-5-carbamoylcarbazol-4-yl|oxyaceticacid 

20 9-[(2.4-difluorcphenyl)m8thylj-5^rbamcytearbazol-4-yl}oxyacetic acid- 

9-[('2.5-difluorophenyl)methyll-5-carbamoylcarbazc<-4-yl}oxyaceticacid: 
9-[(2.6-difluorophenyl)mothyl)-5-cart3amoylcarbazol-4-ylJoxyaceticacid: 
9-[(34-difluorophenyl)methyl]-5-cart3amoylcarbazo)-4-yl)oxyaceIic acid: 
9-|<3.5-difluorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacelic acid: 

zs 94(2,3,4-trinuorophenyl)methyl|-5-carbamcylcarbazol-4-yl}oxyacetic acid. 
9^(2,3.5-trinuorc^henyl)m8thylj-5-carbamoylcarbazol-4-ylJoxyacaticacid. 
9-[(2.3 6-tnnuorophenyl)methyl]-5-cafbamoylcarbazol-4-yl)oxyacetlc acid. 
9-[i2,4 5-trifluorophenyl)m8thyl]-5-cartjamoylcarbazol-4-yl}oxyacelic acid. 
9-[(2 4,6-trinuoropheny0methyl)-5-carbamoylcarbazol-4-yl}oxyacelic acid. 

30 9-((3.4.5-trifluorophenyl)inethyl]-S-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(pentafluorophenyl)melhyl)-5-carbamoytearbazol-4-yl}oxyacetic acid: 
9-[(2.3-dichlorophenyl)methyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid: 
9-[(2.4-dichlorophenyl)methyl)-S-carbaiTioylcarbazol-4-yl}oxyaceticacid: 
9[(2.5-dichlorophonyl)mothyl]-5-carbamoylcarbazol-4-yl)oxyaceticacid: 

3S 9-[(2.6-dichlorophenyl)methyl]-5-carbamoylcarbazol-4-ylJoxyacetic acid. 

9-[(3.4-dichlorophenyl|m8thyl]-S-carbamoylcarbazol-4-yl)oxyaceticacid. 
9-f('3.S-dichlorcphenyl)methylI-5-carbamoylcarbazol-4-ylJoxyacGticacid. 
9-f(2,3-dimethylphBny1)methyO-5Harbamcylcart)azol-4-yl}o)(yaceticacid. 
9-{<2 ,4-dimethylphenyl)mathyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 

■to 9-{(2.5-dimelhylphenyi)methyli-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[i2.6-dimethylph8ny1)mothyn-5<arbamoylcarbazol-4-yl}oxyacetic acid. 
9-[i3.4<Jimethylpheny1)methyli-5-carbamoylcarbazoJ-4-yl}oxyaceticacid. 
9-(i3.5-dimethylpheny1)m8thyll-5-carbamoylcarbazoM-yl}oxyacetic acid: 
94(2,4.6-trimBthylphenyl)methy1)-5^rbamoylcart)azol-4-ylloxyacet'icacid. 

•« 9-[(3.5-bis(tnnuofomethyl)phenyl)m9thyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-if2.4-bis(tnnuorGmethyl)phenyl)methyl]-S-carbamoylcarbazol-4-yljoxyaceticacid: 
9-l(2-nuc*o-3-trifluorc™ethytphenyl)me^ 
9-|(2-nuorc^-trffluoromethytphenyl)methylj-5 

9-l(2-nuorc-5-tnnuoromethylphenyl) methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
so 9-{(2-fluOTO-6-trifluoiomethytphe^ acid. 

9-[(3-fluorc-5-trifluoromethy£henyl)methyl]-5^art^ 
9-[(4-fluorc>2-trifluoromethy^enyl)methyl]-5<^ 
9-[(4-nuorc-3-trifluorcfflethy1phenyl)me^ 

9-|3-(2-fluorcphenoxy)methyl]-5<art>amcylcarbazd^yl}oxyaceticacid. 
ss c>{3-(4.f| U orophenoxy)methyl]-5Kaitoamcylcarbaz l-4-y1}oxyacetic acid; 
94(2-fluoro-3-mathytphenyl)nrethyl|-5-<»rtMrT^ 

9-[(3-chl r(^2-nuorop^enyl)memyl]-5^rbamcylcart»azol-4-y1}oxyacetc acid: 
9-[(2-chloro-6-nuoropfcenyl)memyl]-5-cart>a^ tic acid: 
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94(4^romo-2-fIuorophenyl)meihyl]-5-carbamoylcarba/ol-4-yl|oxyacetic acid. 
9^ (24)iomo-5-fluorophenyl)melhyl|-5-cafbafTOylcafbazol-4-yl|oxyacetic acid. 
9-[(3^lorc«4-methy!phenyl)methyl)-5-carbamoylcarbazol-4-yl|oxyacetic acid- 
9-|i3-chloro-4-melhoxyphenyl)methyl|-S-cart3amoylcart>azol-4-yl}oxyacetic acid. 
9-fi4-melhoxy-3-melhylphenyl)methyl}-5-carbamoylcarbazol-4-yl)oxyacetic acid, 
9-|i4-tnfluorornethylthiophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-[i 1 4>romo-2-naphlhylphenyl)melhyl|-S-cartoamoylcarbazol-4-yl|oxyacetic acid: 
9-[i2-methyl-1 -naphthylphenyl)methyl]-5-cart3amoy1cart>azol-4-yl}oxyacotic acid 
9-[(4-methyl-1 -naphthylphanyl)mGthyl]-5-carbamoylcafbazol-4-yl}oxyaceric acid. 
9-ll6-rnethyl-2-naphthylphenyl)rnethyl]-5-carbanToylcarbazo!-4-yl)oxyacetic acid 
9-[i2-((phenylsulfanyl)m8thyl)phenyl)methyl]-5-carbamoylcarba2ol-4-yl)oxyacetc acid 
9-[l 1 -Huorenylmethyl|-5-carbamc3ylcarba2ol-4-y IJoxyacetic acid 
9-[(1 -tetrazolylmethy l|-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-[i5-methyl-l-telrazolylmettiyll-5-carbamoylcarbazol-4-yl)oxyaceticacid. 
9-[f5-benzyl-1 -tetrazolylmethy l|-5-carbamoylcarbazol-4-yl)oxyacelic acid: 
9-[lphenyl)methyl]-2-methyl-5-carbarrx>ylcarbazol-4-yl}oxyaceticacid: 
9-[(2-phenoxyphenyl)methyl]-2-methyl-5K»rtMrnc7lcarbazoM-yl}oxyaceticacid 
9-[i3iDhenoxyphenyl)methyl]-2-methyl-5-cartemoylcarbazol-4-yl}oxyacetic acid, 
9-[i4-phenoxyphenyl)nTethyl]-2-fTiethyl-5-carbamoylcarbazol-4-ylJcxyacetic acid, 
9-[l2-nuorcfjhenyl)memyl]-2Hrnethyl-5^arbamoylcarbazol-4-yl}oxyacet'ic acid. 
9-|i3-fluorcphenyl)methylj-2-rriethyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid: 
9-(i4-nuorophenyl)methyl|-2-methyl-5^rbarnoylcarbazol-4-yl)oxyacetic acid. 
9-[l2-chlorophenyl)m8thyl]-2-fTiethyl-5<arbamoylcarbazol-4-yl}oxyacetic acid 
9-[i 3<hlorophenyl)methylJ-2-methyl-5<arbarrK3ylcarbazol-4-yl}oxyacetic acid 
9-|f4<hlorophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-[(2-brcniophenyQmetriyl]-2-rr»thy1-5-cart)^^ 

9-[(345romcphenyl)methyl]-2-methyl-5^rbanxiylcarbazol-4-yl)cJcyacelic acid: 
9-(i4^rorrrophenyl)meUiyl]-2-rr«thyl-5^rt)amoylcarbazol-4-yl|oxyacetic acid. 
9-[i2-iodophenyl)methyi]-2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 
9-[i3-icdophenyl)rnethyl]-2-rnethyl-5-carbarnoylcart5azol-4-yl)oxyacetic acid: 
9-(i4-iodophenyl)methyl]-2-methyl-5<arbarnoylcarbazol-4-yl}oxyacetic acid: 
9-[i2-acetamidophenyl)methyl]-2-methy1-5<«rbamoylcarbazol-4-y|}oxyacetic acid. 
94i3-acetamic^henyl)methyl]-2-mettiy1-5-carbarnoylcarbazol-4-yl}oxy acetic acid 
9-[(4-acetamKic>phenyl)methyl]-2-methyl-5-carbam 

94i2^rbarrK>ylphenyl)methyl]-2-methyl-5<arbarnoylcarbazol-4-yl}oxy acetic acid. 

9-[i 3-carbamoy lphenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-y l}oxyacetic acid. 

9-[i4^rbamoylphenyl)methyq-2-methyl-5<arbamoylcarbazol-4-yl}oxyacetic acid 

9-[i2KTiethylsulfcoylp^enyl)methyl]-2-methyl-5<arbamoylcarbazol-4-yl}oxyacetic acid. 

9-{(3-niethylsulfcoylphenyl)methyl]-2-methyl-5^ 

94(4-methy1sulfonylp^enyl)methyl]-2-nrathyl-5-carbarT^ 

9K(2-methy1phenyl)memylJ-2-methyl-5<art)arrioylcart)azoM-yllco(yacetic acid: 

9-| i3^ethylphenyl)memyl]-2HTie%l-5HarbaiTK)ylcarbazol-4-yl|oxyacetic acid. 

9-[i4^ethylphenyl)methyl]-2-methyl-5<art)arnoylcarbazol-4-yl)oxyacetic acid 

9-|i2^thylphenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyaceticacid: 

9-J( 3-ethy Ipheny IJmethy l]-2-me thy l-5-carbamoy lea rbazol-4-y IJoxyacetic acid: 

9-[l 4-ethy Ipheny IJmethy l]-2 -me thy l-5-carbamoy lea rbazol-4-y IJoxyacetic acid: 

9-f(2-trrfluorc>me%lphenyl)methyl]-2-methyl-5-carbar^ 

9-[<3-tnfluofomethylphenyl)methyl]-2-m8thyl-5<arbanTO^^ 

9-[(4-tnfluOTc™ethylphenyl)methyg-2-m8thyl-5^ta 

9-[lcyclcflrcpy0nrethylJ-2-methyl-5-rarbar^ 

9-{(cyclc^utyl)m8thyl]-2^ethyl-S<art>amcylcarbazoM-yl)oxyaceticacid, 
94(cyctop^tyl)methyl|-2-methyl-5sarbarre^lcarbazol-4-ylJca(yaceticacid; 
9-[icyclohexy IJmethy l)-2-methyl-5-carbarrK>ylcarbazol-4-y IJoxyacetic acid. : 
9-[l 2-methoxypheny IJmethy IJ-2-fnethyl-5-carbamoy1ea rbazol-4-y IJoxyacetic acid. 
9-[i3-methoxyphenyl)methyl]-2-methyl-5^rtjafTK)ylcart>azol-4-ylJoxyaceticacid. 
9-[|4-methoxyphenyl)methyl]-2-methyl-5-carbamoy1carDazol-4-yl}oxyaceticacid. 
9-[i2^ihoxypheny1)memy1]-2-memyl-5-carbamoylcarbazol-4-ylJoxyacetic acid: 
9-[i3-eihoxyphenyl)methy1]-2-methyt-5-carbam ylcarbazol-4-yl}oxyac lie acid. 
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9-[)4-ethoxyphenyl)molhyl)-2-melhy!-5-carbamoylcarba^ol-4-yl}oxyacetic acid: 
9-[(2-tnfluoromethoxyphenyl)mettiyl|-2-methyl-5-carbamoytearbazol-4-ylJoxyacetic acid 
9-[<3-tnnuoromelhoxyphenyl)methyl]-2-methyl-5-carbamoyteafbazol-4-yl)oxyacetic acid. 
9-[(4-tnnuoroni8lhoxyphenyl)methyl]-2-methyl-5-carbamoylcarba2ol-4-yl}oxyacetic acid. 
9-[(2<linuorofnethoxyphenyl)methyl]-2^ethyl-5-<»rbarnoylcarba2ol-4-yl}oxyacelicacid: 
9-[(3^fluoromethoxyphenyl)methyl|-2-methyl-5-carbamoylcart>a2ol-4-yl}oxyaceticacid. 
9-[(4-difluoromathoxyphenyl)melhyl)-2-methyl-5-carbanfioylcarbazol-4-yl}c«yacetic acid 
9-[(2-cyanophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacGticacid. 
9^l3<yanophenyl)rnethyl]-2-fTiethyf-5-carbamoylcarbazol-4-yl)oxyacGtic acid. 
94(4<yanophenylimethyl]-2-methyl-5-cart)amoylcarba2ol-4-yl)oxyacelic acid: 
9-[(2-pyridyl)m9thyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyaceticacid - 
9-[<3-pyridyl)methyl)-2-methyl-5-carbamoylcarbazol-4-y|)oxyaceticacid. 
9-[(4-pyndyl)methyl|-2-methyl-5-cartjamoylcarba20l-4-yl}oxyacotic acid. 
9-[(2-furyl)methyl]-2-melhyl-5-carbamoylcarbazol-4-yl)oxyaceticacid 
9-[{3-furyl)methyl|-2-melhyl-5-carbamoylcaibazol-4-yl|oxyaceticacid, 
9-((2-thienyl)methyl]-2-meUiyl-5-carbanioylcarba2ol-4-yl)oxyaceticacid. 
9-[(3-thienyt)mBthyll-2-melhyl-5-carbamoylcarbazol-4-yl)oxyaceUcacid 
9-[(24)9n2ylphenyl)methyl]-2-methyl-5-carbamoylcarba2ol-4-yl}oxyaceticacid 
9-{l3-ben2ylphenyl)melhyl)-2-ni8thyl-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
94(4459nzylphenyl)melhyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-[(243enzoylphenyl)methyl|-2-mathyl-5-carbaiTK)ylcarbazol-4-yl}oxyacetic acid: 
9-[i'34)enzoylphenyl)methyl)-2-matbyl-5^fbamoyicarbazol-4-yl)oxyacetic acid. 
9-[(4-bonzoylphenyl)fnathyl]-2-methyl-5-carbamoylcarbazol-4-yl|oxyacatic acid: 
9-|i2-benzyloxyphenyl)methyll-2-methyl-5-carbamoylcarbazol-4-yi(oxyacetic acid. 
9-[t 3-benzyloxypheny l)methyl]-2-methyl-5-carbamoylcarbazol-4-yl (oxyacetic acid. 
9-[(4-benzyloxyphenyl)tnethyl]-2-methyl-5-carbamoylcarbazol-4-yl(oxyaceticacid. 
9^(2^henylph8nyl)methy1]-2-methyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 
9-[i3-phenylphenyl)methyt]-2-melhyl-5-carbamoylcarbazol-4-yl]oxyacetic acid 
9-[r4-phenylph8nyl)methyl]-2-methyl-S-carbamoylcarbazol-4-yl}oxyacetic acid: 
9-[(1 -naphthyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid; 
9-[(2-naphthyl)methyl]-2-methyl-5-carbamoylcarba20l-4-yl}oxyace lie acid: 
9-[(2.3-difluorophenyl)methyl]-2-methyl-5-cartjamoylcarbazol-4-yl}oxyaceticacid: 
9-[(2 4-difluorophenyl)methyll-2-melhyl 5-carbamoylcarbazol-4-yl}oxyacetic acid: 
9-[(2.5^ifluofc^henyl)nriethyl]-2-rn8lhyl-5-caibamoylcarbazol-4-yl|oxyaceticacid, 
9-((2.6^ifluofcphonyl)nn8thyll-2-melhyl-5-caibamoylcarba2ol-4-yl}oxyacetic acid. 
9-[(3.4^inuorcphenyl)m8thyl]-2-nri9lhyl-5-carbamoyk:arbazol-4-yl}oxyacetic acid. 
9-t(3.5-dinuorophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-[(2.3.4-tnnuorophenyl)methyl]-2-methyl-5-carbamoylcarbazoM-yl}oxyacetic acid 
9-[(2.3.5-tnfluorophenyl)methyl]-2-m9lhyl-5-carbamoylcarbazol-4-yl)oxyac8tc acid; 
9-[(2.3.6-trinuorophanyl)methyn-2^Glhyl-5^arbamoylcarbazol-4-ylioxyaceticacid: 
9-[(2,4.5-trinuorophanyl)methyl]-2^8thyl-5<Mrtamoykarbazol-4-ylJoxyacetic acid: 
9-[(2.4 6-trifluoroph8nyl)methy!]-2-nnGthyl-5-carbamoyk5arbazol-4-yl}oxyac9tic acid. 
9-[l3.4,5-triflucrophanyl)nn9thyl]-2-m9lhyl-5-carbamoylcarbazol-4-ylloxyacGticacid: 
94(p9ntanuc<cphenyl)rnethyl)-2^emyl-5^rt)ainoylcarbazol-4-yl}oxyaceticacid: 
9^(2.3^ichloroph8ny1|m8thyl}-2HnGthyl-5Kart)anToylcarbazol-4-yl)oxyacetic acid. 
9-[(2,4^ichlorophGnyl)methyl|-2<nethyl-5Karbanraylcarbazol-4-yl|oxyacetic acid. 
94(2,5^ichloroph8nyl|melhylJ-2-TOthyi-5-carbamoylcarbazol-4-yl|oxyacetic acid. 
9-[i2,6-dichlorophenyl|melhyl)-2-m8thyl-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-[(3,4KJichlorophenyl)melhyll-2-methyl-5<arbamoylcarbazol-4-yl|oxyaceUcacid. 
9-[(3.SnJichlorophenyl)malhylJ-2-mGthyl-5^rbamoylcarbazol-4-yl (oxyacetic acid. 
9-[(2,3Kjim8thylphenyl)m8thyq-2-methyl-5HMrbamo^ 

9-[(2 4-dim8lhylphenyl)mathyq-2<n8thyl-5-carbamoylcarbazol-4-yl)oxyacetic acid 

9-[(2 5<iimelhylph9ny1)methyl]-2-m8thyl-5<arbamoylcarbazol-4-yl}oxyacetic acid. 

94(2.6^ime«hylph8nyl)methyl]-2^ethyl-5<arbamoylcart>azc)l^-yl}oxyaceticacid. 

9-{(3,4-dimethylph8nyl)in9thyq-2-methyl-5-carbamoytearbazoM-yl}oxyacetic acid. 

94(3.5-dimelhylphenyl)methyl]-2-rriethyl-5-carbamoylcarbazol-4-yl} xyacatc acid: 

9^(2.4.6-triTOthylphenyl)mGthyl]-2-memyl-5<art>amoy1carbazol-4-yl} xyaegtic acid: 

9- |(3.5-bi6(tffflu romethyljphenyljm lhyl)-2-mothyl-5-carbamoylcarbaz l-4-yl|oxyac lie acid. 
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94(2.4-bis(lrinuoromemyl)phenyl)m8lhyl]-2^elhyl-5-cartian^lcarba/ol-4-yl)oxyacelcacid. 
9-[i2-fluoro-3-Uifluoiomethylphenyl)memyl|-2-methyl-5<aibafTKiylcarbazol-47l)oxyacBticacid. 
9-[(2-nuoro^-trifluoromemytphenyl)methyl|-2-memyl-5<arbamoylcarba2ol-4-yl|oxyacetic acid: 
9-[(2-fluorc^5-trifluoromethylphenyl)memyl^^^ 
5 94j2-fluoro-6-trifluorofTiemylphenyl)memyl|-2-m^ 

9-[i3-fluoro-5-trifluoromettiy1phenyl)metW^ acid: 

9-[f4-fluorc-2-trinuoranethy1phenyl)methy^ 

9-|i4-fluoro-3-trifluoromethylphenyl)methyl|-^^ 

943-(2-fluorophenoxy)fT«thyl]-2-methyl-5<aibamoylcart3azol-4-yl}oxyaceticacid: 
io 9^3-(4-fluorcph8^K3)cy)me^hyll-2-m8thy^5-calbamoylcarbazo^-4-yl)oxyacetlc acid 

9-|(2-fluoro-3-melhylphenyl)memyfl-2Ht»athyl-5-carbamoyIcarba2ol-4-yl}oxyacelic acid 
9-[(3<hloro-2-nuorophenyl)memyl|-2<nethyl-5<arbamoylcarbazol-4-yl|oxyacetcacid 
9^(2<hloro^-nuorophenyl)memy1|-2-me!hyl-5H:arbarnoylcarbazol-4-yl)oxyaceticacid 
9^(4-bromc-2-fluorophenyl)methylI-2-methyl-5<arbarioylcarba2ol-4-ylIoxyaceticacid. 
is 9-[(2^romo-5-fluorophenyl)mathyl|-2-rTielhyl-5-carbamoylcafba2ol-4-yl|oxyaceticacid 
9-|{3<:hloro^-methylphenyl)methyl]-2-m8thyl-5Harbamoytearbazol-4-yl}oxyacetic acid. 
9-[(3<hlorc^-methoxyphenyl)methyl|-2^emyl-5^rt)amoylcafbazol^-ylJoxyacetic acid 
9-[|4^ethoxy•3-methylphe^yl)melhyl]-2-^^ethy^5-carba^^oylcarba2ol-4-yl}oxyacetlc acid. 
9-[(4-trmuoromethylthiophenyl)memyl)-2-methyl-5<arbamoylcarbazol-4-ylloxyaceticacid 
20 9-|i 1 ^romo-2^aphthylphenyl)methyl]-2-methyl-S-carbamoyfcarbazol-4-yl|oxyacetic acid 
9-Il2^athyl•l-naphthylphenyl)memyl]-2-methy^5^albanfKvlcart^oW-yl)oxyacGticacid: 
9-((4-melhyl-1-naphmylphenyl)methyl)-2-methyl-5-ca^ 

9^i6HTiemyl-2<iaphmylphenyl)memyl]-2-methyl-5<art3amoylcarbazrt-4-ylloxyaceticacid. 

9-((2-((phenylsulfanyl)methyl)phenyl)nrwthyI^^ 
25 9-[(l-fluorenylm8thyl|-2-methyl-5-carbamoy(carbazol-4-ylIoxyacetic acid: 

9-((1 -telrazolylmothyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyac8lic acid: 

9-[(5-niemylo-tetrazolylmethylJ-2-methyl-5-cartjamoylcarbazol-4-yl}oxyaceticacid. 

9-[(5-banzyl-l -letrazolylmemyl]-2-methyl-5-carbafnoylcart)azol-4-yl|oxyacetc acid. 

9-l(phenyl)inelhylJ-2-ethyl-5-carbamoylcarbazol-4-yl)oxyaceticacid 
30 9-[{2-phefraxyphenyl)methyll-2-ethyl-5-<arbamoylcarbazol-4-yl)oxyacetic acid. 

9-[(3-phenoxyphBnyl)methyl)-2-emyl-5-carbamcytcart)azol-4-ylJoxyacet'icacid: 

9-|(4-phenoxyphenyl)rnethyl]-2-emyl-5-«rbamoykafbazol-4-yl}oxyaceiicacid: 

9-|i2-nuorcphenyl)melhyl]-2-ethyl-5-carban^ 

9-|(3-fluorophenyl)mGmyl]-2-ethyl-5-carbanK>ylcart3azol-4-ylJoxyacoticacid. 
3S 9-((4-fluorophenyl)m8lhyl]-2-othyl-5-cartoaiW»ylcait)3ic4-4-yl|oxyacetic acid 

9-{(2-<Hilwophenyl)methyll-2-ethyl-5-rarbam 

9-|(3^:hlorci)henyl)methyli-2-emyl-5-carbarnoylMrbazol-4-yl}oxyaceticacid. 

9-((4-c*lorophenyl)melhyll-2-ethyl-5-carbanioylcart)azol-4-yl}oxyacelic acid 

9-{l2-bromophenyl)mathyl J-2-ethyl-5-carbamoy lea rbazol-4-yl|oxyace!ic acid. 
■» 9-[i3-brOTcpheny0methyl]-2-ethyl-5<art)amoylcart}azol-4-yl)oxyacelic acid. 

9-ii4-brcrnoph8ny0methyl]-2-oIhyl-5<arbanicylcarbazrt-4-ylJcwyaceticacid. 

9-|(2-ioclophenyl)methyl|-2-ethyl-5-carbamoylcafbazol-4-yl)oxyacetic acid, 

9-|(3-iodophenyl)m8thyll-2-ethyl-5-cai1jarTwylcarbazol-4-yl)co(y8C8licacid. 

9-|i4-iodcphenyl)memyl]-2-ethyl-5-<arbamoylcarbazol-4-yl|oxyaceticacid: 
*s 9-j(2-acetamidophenyl)methyl]-2-ethyl-S-caitan^ acid 

9-l(3-acetajTiidophenyl)methyl)-2-ethyU5-car^ 

9-[(4-acetamidophenyl)methyll-2-ethyl-5-cart]amcylcarbazol-4-yljoxyacetic acid. 

9-[i2-cafbamoylphenyl)methyl]-2-ethyl-5-carbarTK^cato 

9-[(3-<»rbamcylphenyl)mothyQ-2-athyl-5-carbanTc^cafbazol-4-ylJoxy8ceticacid 
so 9-[i4-cafbamoylphenyl)methyli-2-ethyl-5-<artiamoylcart)azol-4-yl)oxy8ce«ic acid. 

9-[i2-methylsulfcflylphenyl)methylh2-emyl-5-carbamoylcait^ol-4-yl)oxyacetic acid. 

9-[i3-methylsulfonylphenyl)melhyl] -2-ethyl-5<arbamoylcarbazol-4-yl}oxyacatic acid. 

9-[(4-fnethylsullc<iy!phenyl)niethylJ-2-emyl-5-cart)amoylcarbazol-4-ylJox^ 

9-[(2^ethylphenyl)memyl]-2-ethyl-5-carbamcvl(arbazc4-4-yl}oxyacelicacid: 
ss 9-[(3wTiemylphenyl)methylJ-2-ethyl-5-carbarrK)ylcart)azol-4^Joxyacetic acid: 

94t4-memylphenyt)methylj-2-ethyl-5-carbaiTX>ylra^ 

9-{i2-ethylphenyl)melhylJ-2-ethyl-5-carbamoylcarbazo)-4-yl}oxy acetic acid. 

9-[i3- thylpfi nyl)methyll-2-emyl-5-carbamoylcart>az l-4-yl}oxyacetic acid. 
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9-il4-e[hylphenyl)melhyl)-2-elhyl-5-carbamoylcarba20l-4-yl)oxyacetic acid. 
9^(2-tnfli»rcfTiemylphenyOmothyO-2-ethyl-5^rbamoylcarbazol-4-yl}oxyacetic acid. 
9-[i3-tnfiuorcfiiethylph8nyl)methyl)-2-ethyl-5<arbaiTioytearbazol-4-yl}oxyaceticacid: 
9^l44nfluorcfTiemylphenyl)melhyq-2-ethyl-5-carbamoylcarba2ol-4-yl}oxyacetc acid. 

* 9-[(cycloprcvyl)methyl]-2-ethy)-5-carbamoylcarba2oM-yl}<wyacetic acid: 

9-(((^lctoutyl)methyn-2^thyl-5<»itamoylcarba2ol^-yl)<M(yaceticacid: 
9-((cyclopentyl)methyl|-2-ethy1-5-carbamoylcarba2ol-4-yljoxyacetic acid: 
9^(cyclohexyl)methyl]-2-athyl-5^rbamoylcarba2ol-4-yl)o)(yaceticacid: 
9-[(2-methoxyphenyl)methyl]-2-ethyl-S-carbamoylcarbazol-4-yi}oxyacetic acid; 

to 9-[(3^ethoxyphenyl)methyl]-2-ethyl-5^rbamoylcarbazol-4-yl)oxyac8tic acid; 

9-|i4^elho)<yphenyl)m8thyq-2^myl-5Harbamcyirarbazol-4-yl)oxyaceticacid: 
9-[i2^thoxyphenyl)methyl]-2-elhyl-5-carbanx)ylcart)azol-4-yl}oxyaceticacid. 
9-[(3^thoxyphenyl)methyl)-2-elhyl-5-carbamoylcart>azol-4-yl}o)(yacelicacid; 
9-{(4^thoxyphenyl)methy11-2-ethyl-5-cart>arrie»ylcait>azol-4-yl}oxy acetic acid 

'S 9-[|24nflucfornethoxyphenyl)methyl]-2-ethyl-5<arb^^ acid. 

9^3-trffluoromethoxyphenyl)methyl]-2-ethyl-5<arbai^ acid. 
9-[(4-tnfluoromemoxyphenyl)methyl]-2-ethyW^ 

9-[(2<Jifluoroniethoxyph8nyl)mBthylJ-2-ethyl-5-carbamoylcarbazoM-yl}oxyacatic acid: 
9-[i3^JifluorciTiethoxyph8nyl)methyl|-2-emyl-5Kart)amcylcarbazc^^-yl|oxyaceticacid' 

20 9-[l4^ifluoromethoxyphenyl)methyl|-2^myl-5Karbamoylcarbazrt^-yl}oxyacetic acid. 
9-[i2H^mnophenyl)methylJ-2^yl-5^rt>anKjyl(arbazol-4-yl}oxyacalic acid: 
9-[(3<yanc^enyl)methyll-2^thyl-5K»rt)amoylcarbazol-4-ylloxyacetic acid. 
9-[(4<yarx>phenyl)methylJ-2^thyl-5K»rbamoylcarba2o)-4-yl)oxyacetic acid. 
9-[(2ijyritlyl)mothyl]-2-ethyl-5HMrbamcylcarbazol-4-ylJoxyaceticacid: 

« 94(3^ridyl)mGthyl]-2-ethyl-S-cart)amoylcart>azol-4-yl)oxyaceIic acid; 

9-[i4-pyridyl)methyl]-2-elhyl-5-cart3amoylcart5a2ol-4-yl}oxyacelic acid: 
9-((2-luryl)methyl]-2-ethyl-S-carbamoylcart)azol-4-yl}oxyaceticacid: 
9-[|3-furyl)m8thyl]-2-ethyl-5-carbamoylcafba2o<-4-yl)oxyac8tic acid: 
9-[»2-thienyl)nwlhyl]-2-elhyl-5^rbamcylcarbazol-4-yl|oxyaceticacid. 

oo 9^(3-mienyl)meihyn-2-elhyl-5<arbarTwyl(»rbazol-4-ylJoxyacelc acid. 

94(2^nzylphenyl)methylJ-2-ethyl-S-cartjamoyteart>azol-4-ylloxyacoticacid 
9-[l 3-benzy lphenyl)methyl ]-2-ethyl-5-carbamoylcart»azol-4-yl)oxyacetic acid. 
9-[W4jenzylphenyl)meftyli-2-ethyl-5-^rbamoylcaibazoM-yl|oxyaceticacid. 
9-[i24»nzoy1phenyl)memylJ-2-ethyl-5Karbanwyl<Mrbazol-4-yl}oxyaceticacid: 

os 9-((3-tonzoylphenyl)methyll-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: 

9-[(4-benzoylphenyl)methyl]-2-ethyl-5-caibanK>ylcarbazol-4-yl)oxyacetic acid; 
94(2*8nzykwyphanyt)methyl|-2^thyl-5<arbamcylcarbazol-4-yl|oxyacoticacid: 
9^(3*8nzyloxyphenyl)rTiethyl|-2-ethyl-5-carbamoylcarbazol-4-yl|oxy acetic acid: 
94(44)enzylc^phenylXnemyli-2-elhyl-5-«rbamoylcart)azol-4-yl|oi{yaceticacid. 

40 94<2i)henylphenyl)memyl)-2^thyl-5^rbamoylcarbazoM-yl|oxyacetic acid: 
94(3^8nylphenyl)nfiethyl]-2^thyl-5<a*an^carbazoM-ylJc«yacete 
9^(4^enylphenyl)methyl)-2-8thyl-5-carbajTioyl(»rbazol^^lioxyaceticacid: 
9-f(1 ^aphlhyl)melhylJ-2-ethyl-SHarbanraylcarbazol-4-yl}oxyace1ic acid; 
9-[(2^aphthyl)methylI-2-ethy1-5Harbanioylcarbazol-4-yl}oxyacelicacid: 

4S 9-[i2.3^fluc*c|)henyl)methyl]-2^thyl-5^rbartKjylcart>azol-4-yl)oxyacetic acid: 

9^(2.4^ifluorcphenyl)methyl]-2^thyl-5^rt)anfmyl(art^ol^-y|}c«yaceticacid; 
9-[(2.5<»ifluorophenyl)m8thylj-2^thy1-5^rbarTO^^ 
9^(2,6<»ifluorophenyl)methyn-2<thyl-5KMrt)anfwylcarbazoW-ylJc^ 
9-|(3.4<JifliKJfCf)henyOmethyii-2<thyl-5<arbamc^lcarbazol-4-yl}c^ 

50 94l3.5«iifluarophenyl)methylj-2^hyl-5^rt)a^ acid: 
94(2.3Atrifluorcphenyf)methyl]-2^hyl-5^rbarTO^^ 
9-[(2,3,5-trifluorophenyl)methyl]-2^hyl-5^rt^^ 
94(2.3,6-trifluorophenyl)methyn-2^hyl-5^rban^ 

9-[(2.4,5Mrifluorophenyl)mamyn-2^hyl^<art)art»ylcarbazol-4-yl}oxyaceticacid; 
55 9-[(2.4,frtrinuorophenyl)mGthyn-2^Ihyl-5<arbanwyl<Mrbazo)-4-yl}oxyacetic acid: 

94<3A5-mnuorophenyl)melhyl]-2^lhyl-5^rt>amc^ 
94(pentafluorophenyl)methyl]-2^ttiyl-5-^rt>arnoylcarbaz l-4-yl)c*yacetic acid; 
9^(2,3KJu*lorophenyl)niethyl}-2-ethyl-5-cafbamoylcarbaz 1-4-ylJoxyacetic acid; 
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9-|(2.4-dichtorophenyl)m thyl)-2-ethyl-5-carbamoylcart)a2ol-4-ylJoxyac tic acid. 

9-|(2.5<Iichtorcphenyl)m8thyl|-2-ethyl-5<atbaiTK3yl(art»a2ol-4-ylloxyaceticacicl. 

9-|(2.6Hlichlc<C9henyl)melhylf-2-ethyl-5<aibamoylcarbazol-4-yl)oxyaceticacid. 

9-jl3.4<lichlwc<)henyl)methyl|-2-ethyl-5^rt)amoylcarbazol-4-yl)oxyacetic acid. 

9-[(3,5^ichlorc^)henyl)melhyl|-2-ethyl-5-caibamoylcart)azol-4-yl}oxyaceticacid. 

9-|(2.3^imethylphenyl)methyl]-2-ethyl-5-carbamoylcarbazol-4-yl)o)(yacetic acid 

9-|f2.4<Jimelhylphenyl)niethyl]-2-ethyl-S-carbamoylcart»2ol-4-ylJoxyacetic acid 

9-((2.5-dimelhylphenyl)mGthyl]-2-othyl-5-carbamoylcarba2ol-4-ylJoxy acetic acid 

9-li2.6<Jimethylphenyl)methylj-2^thyl-5<arbanxjylcarbazol-4-ylJoxyacoticacid- 

9-[i3.4KJimethylphenyl)mathyl]-2-ethyl-5H»rbarTK)ylcarbazol^^l}oxyacaticacid 

9-{l3.S-dimelhylphonyl)methyl]-2-ethyl-5-cart>arnoylcarba7ol-4-yl}oxyacetic acid 

9-((2.4.6-trimethylphenyl)methyl)-2-athyl-5-carbamoylcarbazol-4-ylJoxyacetic acid" 

9-|f3.5-bis(trifluorOTethyl)phenyl)methyl|-2-ethyl-5^itamoy!carbazol-4-ylK)xyaceticacid. 

9-|(2.4-bis(trifluorofTOthyl)phenyl)methyl)-2-ethyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-|i2-fluorc^3-trinuoromethylphenyl)methyl|-2-ethyl-5-carbamoylcarba20l-4-yl}oxyacetic acid. 

9-[(2-nuorcM-trrfluoromethylphenyl)memy^^ 

94i2-fluorc^5-trifluorc^ethy!phenyl)methylj-2-^^^ 

94i2-fluora€4rifluorc™ethylphenyl)methyll-2^ 

9-[i3^uorc*5-trifluorctfT>ethylphenyl)memyll-2-ethyl-5 

9-[(44luorc*2-trifluoromethylphenyl)methylj-2^ 

9-[i'44luorc^3-trifluoromothylphenyl)methylJ-2-ethyl-5K»rbamcylcarbazol-4-ylJoxyacetic acid. 
9^3-(2-nuorophenoxy)m8thyl|-2^thyl-5^rbamoylcart3azol-4-yl}oxyaceticacid. 
9-[ 3-(4-fluorophenoxy )methyl|-2-ethyl-5-carbamcylcarba2ol-4-y IJoxyacetic acid. 
9-[i2-nuoro-3-methylphenyl)methyl]-2^thyl-5K:arba^ 

9-|i3-chloro-2-fluorophenyl)methy1)-2-ethyl-5-carbamoylcartiazol-4-yl|oxyaceticacid 

9-[(2^loro^-fluorc^henyl)methy11-2-ethyl-5<:arbamoyl<arbazolwj-y||oxyacetK:acid 

9-[(4*rOTC>2-fluc^henyl)memyl]-2-ethyl-5<art)anTOylcarbazol-4-yljoxyaceticacid. 

9-[(2-bromo-5-fluorophenyl)mettiyl)-2-othyl-5-ca rbamoy lea rbazol-4-yl(oxyacetic acid. 

94(3-*loro-4-mathylphenyl)methyl]-2-ethyl-5-carbafTioy!caibazol-4-ylloxyaceticacid. 

9^(3^lorcw»-methoxyp4ienyl)methyl)-2-ethyl-5^rbam<^lcarbazoM-yl}oxyacetic acid. 

9-[(4^ethoxy-3-memylphenyl)methyl)-2-ethyl-5<arbamcylcarbazol-4-yl}oxyaceticacid 

9-[(4-trifluoromethylthic^henyl)methyl]-2-emyl-5sa*amoylcarc«zol-4-ylJoxyacetic acid. 

9-[(1-bromo-2^aphthylphenyl)rrwthyl]-2-ethyl-5Hart)amoylcarbazol-4-yl}oxyacetic acid. 

9-((2^ethyl-l^aphmylphenyl)methyi]-2-ethyl-S-cart>amcylcarbazol-4-yl)oxyaceticacid 

9-[(4-methyl-1 -naphthylpheny l)methyl]-2-ethyl-5-carbamoylcarbazol-4-y l}oxyacetic acid 

9-[(6^othyl-2^aphthylphenyl)mamyl]-2-9thyl-5<arbamoylcarbazol-4-yl}oxyaceticacid 

9-[i2-((phenylsulf<^yl)m9thyl)phenyl)methylJ-2^thyl-5^ 

9-[t 1 -fluorenylmelhyl|-2-ethyl-5<arbamoylcarbazol-4-yl)oxy acetic acid 

9-(t 1 -tetrazotylnri8thyl]-2-Bthyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 

9-[(5-methyt-1-tetrazolylmethyl]-2-ethyl-5-cart>anioylcarbazol-4-yl|oxy acetic acid. 

9-[i'5-benzyl-1 -tetrazolylmethyl]-2-ethyl-5-cartjamoylcart)azol-4-ylloxyacetK: acid. 

9-[(phenyl)methyl]-2-prcpyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-Il2i3henoxyph9nyl)methyl]-2-prcpyl-5-carbamoyfcart>azol-4-yl|oxyacetic acid. 

94t3i)heno)(yphenyl)methylI-2-propyl-5^rt)amcylcarbazol-4-yl}oxyacetcacid. 

94(4i)henoxyphenyl)methy0-2-prc^yl-5<art)amoylcarbazol-4-ylloxyacetic acid 

9-(i2-fluorcphenyl)memyl]-2^rcvyl^K»rban^ 

9-[t3^uorophenyl)methyl]-2^rcpyl-5<arbanfKjylcarbazol-4-yl|oxyacetic acid: 
9-(l4-nuorophenyl)methyl]-2iwopyl-5^rbamoylcarbazol-4-yl}oxyac8tic acid: 
9-[(2K:hlorci3henyl)methyl]-2^ropyl-5^te acid: 
9-[i3^torcvhenyl)methyli-2-procyl-5^rtoamoy^ 
9-[l4K:hlorc|3henyl)methyl]-2-prcf)yl-5^it>amoyterbazol^-yl}c«yaceticacid: 
9-[(2-br<xnophany1)methyl]-2-propyl-5-cart)amoylcarbazol-4-yl}oxyacelic acid- 
9-|(3^rcfflopheny0n^thyl]-2-propyi-5<arbanic7lcarbazol-4-yl}oxyacetic acid: 
9-[i4^romop^eny0methyl]-2-propyl-5^rt)amoytearbazol-4-yl|oxyacelic acid. 
9-[(2-ic<toph8nyl)methyl]-2-propyl-5«»rban^ acid: 
9^(3MC<tophenyl)methyl)-2i>repyl-5^rbanK>yta^ 
9-[i 4-icdophenyl)methyl]-2i>rcpyl-5^rt}ajT»oylcartiazol-4-y IJoxyacetic acid: 
9^l2^etamidc?henyl)methyq-2-propyMKMrt>anx^ 
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9-[(3-«elamick3phenyl)melhyl]-2-propyl-5-carbamoylcarba20l-4-yl}oxyac tic acid: 
9-(i4-acetamidophenyl)methyll-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[i2-carbamoylphenyl)methyl]-2-propyl-5-carbamoyicarbazol-4-yl)oxyacetic acid: 
9-[(3^rbamcylphenyl)methyn-2^ropyl-5<arbamoylcarbazol-4-yl}oxyacelic acid: 

5 9-((4-carbamoylph8ny1)melhyl]-2-propyl-5-caitoamoylcarbazol-4-yl[oxyacetic acid: 
9-((2-methylsulfony1phenyl)methyl]-2-prDpyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 
9-[(3-methylsulfonylphenyl)methyl]-2-propyl-5-carbamoylcarbaiol-4-yl)oxyacetic acid: 
9-[(4-mathyl6ulfonylphenyl)methyl]-2-propyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid: 
9-[(2-fne!hylphenyl)mathyl)-2-propyl-5-carbamoylcaibazol-4-yl|oxyacetic acid: 

10 9-[(3-maihylphenyl)methyl]-2-propyl-5-carbamoylcafbazol-4-yl}oxyacetic acid: 

9-[|4-methylphenyl)methy l]-2-propyl-5-carbamoy lcarbazol-4-y I (oxyacetic acid: 
9-[i2^thylpheny0methyl]-2-propyl-5-carbamoylcarbazol-4-yl)oxyaceticacid: 
9-[(3-ethylphenyl)methyl}-2-pfopy1-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-[<4-ethylphenyl)methyl]-2-propyt-5-carbamoylcarba2ol-4-yl}oxyacetc acid: 

'5 9-[(2-tfifluoromethylphenyl)methyll-2-propyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-[(3-trinuoromethylphenyl)methyl]-2-prDpyl-S-carbamoylcarba2ol-4-yl)oxyacetic acid: 
9-[(44rifluoromethylphenyl)methyl]-2-propyl-5-carbamoylcarba2ol-4-ylloxyacetic acid. 
9-[icyclopropyl)methyl]-2-propyl-5-caibamoylcarbazol-4-yl|oxyacetic acid: 
9-[icyclobutyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: 

so 9-[|cyclopentyl)meihyl]-2-propyl-5-carbamoylcarba2ol-4-yl)oxyacelic acid: 

9-[(cyclc+iexyl)methyl]-2-propy!-5<arbamoylcafbazol-4-yl}oxyaceticacid. 
94(2^ethoxyphenyl)methyl]-2-propyl-5<arbamoylcarba20l-4-yl}oxyacetic acid. 
94(3nTiethoxyphenyl)methyl]-2-piopyl-5^rbamoylcart>a2ol-4-yl}oxyacetic acid: 
94(4-nriathoxyphenyl)methyl]-2-propyl-5-cart)amoylcarba2ol-4-yl}oxyacetic acid. 

6 9-((2-ethoxyphenyl)mettiyl|-2-propyl-5-carbamoylca(bazol-4-yl)oxyacetic acid. 
9-[(3-elhoxyphenyl)nriethyl]-2-propyl-S-carbamoylcarba2ol-4-yl)oxyacetic acid. 
9-[(4^thoxyphenyl)methyl]-2-propyl-5-carbamoylcart>azol-4-yl}oxyace<icacid. 
9^(2Hntiuorom8thoxyphenyl)molhyl]-2-propyl-5-carbafnoy lea rbazol-4-yl}oxyacatic acid. 
94(3-trinuoromethoxyphenyl)rnelhyl]-2-prcpyh5-carbamoylcarbazol-4-yl}oxyacetic acid. 

3° 9^(4-trrfluorc^ethoxyphenyl)methylj-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9^(2^ifluc>rornethoxyphenyl)me%l]-2-propyl-5^iban^lcarbazoM-ylK>xyacelicacid: 
9-[(3^ifluorornathoxyphanyl)methyl]-2-propy>-5<art)amoyk:arbazoM-yl}oxyacetic acid; 
9-((4^ifluorOTethoxyphenyl)melhyl]-2-propyl-S^rtanioylcarbazol-4-yl}oxyacolk: acid: 
9-[l2^:yanophenyl)methyl]-2-propyl-5^arbarTioylcarbazol-4-yl)oxyacetic acid. 

3S 9-[(3-cyancphenyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl)oxyacetic acid. 

9-[(4-cyanophenyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-{(2-pyridyl)methylJ-2-propyl-5-carbamoylcarbazol-4-yi)oxyacetic acid 
9-[l3-pyridyl)rnethyl]-2-propyl-5-carbamoylcartiazol-4-yl)oxyacetc acid: 
94(4^yridyl)methyl]-2-propyl-S-carbarnoylcarbazoM-yl)oxyacetcacid 

-w 9-[(2-(uryl)methyl]-2-propy1-S-caibamoylcarbazol~4-yl}oxyacetic acid: 

9-[(3^uryl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl}oxyaceticacid: 
9-[(2-thienyl)methyl]-2-propyl-5-carbaiTioylcarbazol-4-yl)oxyacetic acid, 
9-[(3-thienyl)melhyn-2-pnopyl-5-carbamoylcarbazol-4-yl)oxyacetc acid: 
9-[(2-b8nzylphenyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetic acid; 

•*S 9-{(3-b9nzylphonyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yi}oxyacelic acid: 

9-[i4-benzylphenyl)methyl]-2-propyl-5-carbamoylcaibazol-4-yl}oxyacetic acid: 
9-[(2-benzoy1phenyl)methyl]-2-propyl-5-cart)amoylcart>azol-4-yl|oxyaceticacid. 
9-[(3-berzoy1phenyl)methyl]-2-propyl-5-cart3amoylcaibazol-4-yl}oxyaceticacid: 
9^<44}enzoylphenyl)methyl]-2-propy1-S^rt>amoylcarbazol-4-yl}oxyacetic acid: 

so 9^(2^snzyloxypheny1)methyl|-2^ropyl-5-rarbarnoylcarbazcx-4-yl)oxyacetic acid; 

9^(3^anzyloxyphenyl)methylj-2-propyl-5-carbanx5ylcart)azol-4-yl}oxyaceticacid; 
9^(4*anzyloxyphenyl)methyll-2-propyl-5-caibarTK>ylcarbazol-4-yl}oxyacatic acid. 
9^(2-phenylpheny1)methyl]-2-propyl-5-carbanxsylcarbazoi-4-yl}oxyacetic acid: 
94(3^henylphenyl)mathyl]-2^r<^yl-5<arban»y1caibazol-4^l}oxyacetic acid: 

SS 9-l(4^henylpheny1)methy1]-2-propyl-5<arbamoylcart)azot-4-yl}oxyacetic acid: 

9-[l 1 -naphthyljm thyl|-2-propyl-5-cart3amoylcarbazol-4-yl}oxyacetic acid; 
9-[(2-fiaphttiyl)m thyl]-2-propyl-5<arbamoylcarbazol-4-yl}oxyacetic acid. 
94(2.3^nuwop*enyl)methyl]-2i>ropyl-5^rt>am^ 
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9-[(2,4-dinuorophenyl)melhyl]-2-propyl-5-carbamoylcarbaaol-4-yl}oxyaceticacid: 

9-[(2 5-difluoiophenyl)methyl]-2-propyl-5-caibamoylcarbazol-4-yl|oxyacetc acid 

9-[l'2 6-difluorophenyl)methyl|-2-propyl-5-carbamoylcarbazol-4-yl]oxyaceiic acid: 

9-[(34-difluorophenyl)meIhylj-2-propyl-5-carbanioylcarbaiol-4-yl}oxyacatic acid 

g-ljaSdinuorophenylJmethyli^-propyl-S^arbamoylcarbazol^-ylJoxyacelicacid, 

9-[l'2.3.4trifluoropheny l)methyl]-2-propyl-5-carbamoy lea rbazol-4-yl|oxyacote acid: 

9>[t2.3 5-trifluorophenyl)mothyl]-2-prc^yl-5<arbafT»ylcarbazol-4-ylJoxyacotcacid. 

9-[i2 3 6-tfifluorophenyl)m©thylJ-2-propyl-5-carbanToylcarbazol-4-yl}oxyacetc acid 

9-[(2 4.54rifluorcphenyl)methyl]-2^rcpyl-5<arbamoylcarba2ol-4-yl|oxyaceticacid. 

9-[(2,4.6-trifluorcphenyl)methyl]-2-pfopyl-5^rbamoylcait)azol-4-yl)oxyacetic acid 

9-{f3.4.5-trifluorophenyl)methyl]-2-propyl-5-carbamoylcarba2ol-4-yl)oxyaceJicacid 

9-[(pentafluorophenyl)methyl|-2-propyl-5-carbamoylcarba/ol-4-yl}oxyaceticacid: 

9-[l2 3-dichtorophenylimethylh2-propyl-5-carbamoylcarbazol-4-yl}oxyaceticacid: 

9-((2 4-dichlorophenylimethyl)-2-propyl-5-cart)amoylcafbazol-4-yl)oxyacetic acid 

9-[(2 5-dichlorophenyl|methyl]-2-propyl-5-carbaiTToylcarbazol-4-yl|oxyacelicacid. 

9-[i'2,6^ichlorophenyl)methyli-2-propyl-5-carbanraylcarbazol-4-ylloxyaceUcacid. 

9-[(3 4-dichlorophonyl|ttiethylf2-propyl-5-cart)afTOylcart)azol-4-ylJoxyacetic acid: 

9-[(3 5-dichlorophenylimelhyll-2-propyl-5-cart)amoylcart)azoM-ylioxyacetic acid: 

9-[(2.3-dimethylphenyl)methyl|-2-propyl4-yl[oxyaceticacid. 

9-[(2 4-dimeIhylphenyl)methyl]-2-propyl-5-carbamoy lea rbazol-4-yl}oxyacetic acid. 

9-[(2 5-dimethylpheny1)methyl|-2-propyl-5-carbarnoy lea rbazol-4-yljoxyacetic acid. 

9-[(2 6-dimelhylphenyl)methyl]-2-propyl-5-carbamoy lea rbazol-4-ylJoxyacetic acid: 

9-[(34<JimethylphBnyl)methyl]-2^ropyl-5-carbarnoylcarbazol-4-yl)oxyaceticacid. 

9-[l3 5^imethylph8nyl)methyl]-2-propyl-5-carbanioylcarbazol-4-yl)oxyacetic acid 

9-{i2 4 6-trimethylphenyl)methyl]-2-propyl-5-carbamoylcarbazol-4-yl|oxyacetic acid 

9-[(3 5-bis(trrtluoromethyl)phenyl)methyll-2-prcflyl-5-carbamoylcart)azol-4-yl)oxyaceticacid: 

9-[(2.4-bis(trinuorcniemyl)phenyl)melhyll-2-propyl-5-cart)arnoylcarbazol-4-yl}oxyaceticacid: 

9-[i2-nuorc^3-trifluorc™emylphenyl)methyll-2-p^ 

9-[(2-fluoro-4-trifluorcfnemylphenyl)melhyl]-2-pr^ acid' 
9-{(2-fluoro-5-trifluoromethylphenyl)methyl|-2-pr^^ 

9-[(2-fluoro-6-trifluorcfflethy(phenyl^ethyll-2-propyl-5-carbaiTKiylcart>azol-4-ylJoxyaceticacid 
9-[(3-fluoro-5-trifluorcfnethylphenyl)methyl|-2-propy^ 

9-[(4-fluoro-2-trifluorOTelhylphenyl)methyl]-2-prcpyl-5-cart)am<^lcart)azol-4-yl|oxyacetic acid 
9-[(4-riuoro-3-trifluoromemytphenyl)methyl|-2-^ acid 
9-[3-(2-fluorophenoxy)methyl]-2-propyl-5-carbamoylcarbazol-4-yl}oxyacetc acid 
9-[3-(4-fluorophenoxy)methyl]-2-propyl-5-carbamoylcait)a2ol-4-yl}oxyacetc acid 
9-[(2-nuoro-3-fnethylphenyl)TOthyl]-2-propyl-5-carbanx>ylcarbazol-4-ylloxyacelicacid 
9-[(3-chloro-2-fluore^henyl)methy)]-2-propyl-5K»fbarTxvlcart»azoW-yljoxyacetica^ 
9-[(2-chloro-6-nuorc?henyl)methy1)-2-propyl-5-cato 

9-[(4-brwTio-2-fluofophenyl)mBthyll-2-propyl-5-cartiamoylcart)azoM-yl}oxyaceticacid 
9-[(2-bromo-5-fluorophenyl)methylI-2-propyl-5-carbamoylcarbazol-4-yl)oxy acetic acid 
94(3<hloro-4-methylphenyl)mGthyl]-2-prcflyl-5-cart>an*3ylcart)azol-4-yl|oxyacotic acid. 
9-((3<hloro-4-methoxyphenyl)methyl|-2-propyl-5-carbamoylcarbazoM-yl|oxyaceticacid. 
9-[(4-fnethoxy-3-methylpheriyl)m8thyl]-2-prcfiyl-5Karbamoylcarbazd-4-yl)oxyacotic acid 
9-(t4-trinuorofTiethylthiophenyl)methylj-2-propyl-5 acid. 
9-[M-brc™cH2-napmhylph8nyDmethyl)-2-pr^ acid 
9-[i2-methyl-1<iaphthylphenyl)memyl|-2-propyl-5<art)amoylcarbazol-4-yl|oxyaceticacid 
9-|t4-methy1-l-naphthylphenyl)m8thylj-2-propyl-5-carbamoylrarbazol-4-yl|oxyaceticM 
9-{(6-fnethyl-2Miaphmylphenyl)methyl|-2-propyl-5-ca*amoylcarbazol-4-ylloxyacetic acid 
9-[(2-((phenylsulfaiyl)methyl)phenyl)methyl]-2-prcwl-5-^^ 
g-lfl-fluorenylmethyll^^rcpyl-S-carbarrxjylcarbazoM-ylJoxyaceticacid, 
9-1(1 -tetrazolylmemyl]-2-prcpyl-5-carbamoylcarbazol-4-ylJoxyacetic acid. 
9-[(5-methyl-l -JetrazolylmalhylJ-2-propyl-S-carbainoylcafbazol-4-yl}oxyacetic acid: 
9-{(5-benzyl-1 -tetrazolylrnelhyli-2-propyl-5-carbarnoylcafbazol-4-yl|oxyacetic acid. 
9-[(phenyl)rraftyip2-isc9ropyl-5-cafbanx^lcarbazol-4-yl}oxyacelicacid 
9-{(2-phen xyphenyl)methyl)-2-isopropyl-5-carbamoylcart3azol-4-yl}oxyacelicacid. 
9-[(3-phenoxyphenyl)methyl]-2-isopropyl-5-carbamoylcaibazol-4-ylJoxyacelicacid: 
9-((4-phsnoxyph nyl)melhyl]-2-isoprq}yl-5-cart)amoylcarbazol-4-yl}oxyac8lic acid. 
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9-[(2-fluorophenyl)m thyl|-2-isopropyl-5-carbamoylcarba/ol-4-yl|oxyacetic acid. 
9-[(3-fluorc3phenyl)metfiyl]-2-isopropyk5-caibamoylcarbazo)-4-yl}oxyacetic acid. 
9-[i4-fluorcf>henyl)methyl]-2-isoprDpyl-5-carbamoylcarbazo<-4-yl}oxyacetK acid 
9-[(2-chlorophenyl)melhyl|-2-isopropyl-5-cart»amoylcart)azol-4-yl)oxyacetic acid. 

s 9-[(3-chlorophenyl)methylJ-2-isopropyl-S-carbamoylcarbazol-4-yl}oxyac8tic acid. 

9-[(4-chlorophenyl)methyl]-2-isopropyl-5-carbamoylcarba20l-4-yt)oxyacetic acid. 
9-{(2-bromophenyl)methyl]-2-isopropyl-5-carbamoylcart>a20l-4-yl)oxyacetic acid" 
9-[(3^rc4ncf)hanyl)methyl]-2-isoprcpyl-5<arfaamoylcarba2ol-4-y1}oxyacettc acid: 
9-[i4-bromophenyOmethyl]-2-isoprcpyl-5-carbamoy!carbazol-4-yl}oxyacelic acid. 

to 9-[i2-ioctophenyl)methyl]-2-isoprapyl-5<arbam<^lcarbazol-4-yl}oxyacelic acid' 

9-[i 3-icxJopheny l)methy ll-2-isopropy l-5-carbamoylca rbazoM-y IJoxyacetic acid. 
9-[i4-ic<tophenyl)r7iethyl]-2-isopropyl-5-carbafrioylcarbazol-4-yl}oxyacetic acid. 
9-[l2^cetamicx^henyl)methyQ-2-isopropyl-5<arbarnc^lcarba2oM-yl}oxyacetic acid: 
9-{(3-acetarriK^henyl)methyl)-2-isopropyl-5-carbamc3ylcarbazol-4-ylJoxyacetic acid: 

ts 9-((4^cetamKdcphenyl)methyl]-2-isoprapyl-5<arbamoylcarbazol-4-yl}oxyacetic acid: 

9-[('2<arbamoylphenyl)methyl]-2-isoprc<)yi-5<art}anioylcarbazol-4-yl}oxyacetic acid: 
9-[(3^art>amoytphenyl)methyl]-2-isoprcpyl-5-carbamoylcarbazol-4-yl(oxyacetic acid: 
9-[(4-carbamoylph8nyl)methyl]-2-isoprcpyl-5-carbafTioylcarbazol-4-yl}oxyacetic acid: 
94i2<n0lhylsulfonylphenyl)rnethyl)-2Msopr<^yl-5^rbamoylcarbazol-4-yl|oxyacetic acid. 

20 9-[(3^ethylsulfcriylphenyl)methyl]-2Hsoprc3pyl-5-carbarTioylcarba2ol-4-yl|oxyacetic acid; 

9-[(4^ethylsulIonylphenyl)methyll-2-isoprcpyl-5^arbamoylcarbazol-4-ylK>xyacetic acid. 
9-[(2^ethylphenyt)methyl]-2-isoprcpyl-5-carbamoylcarbazol-4-y)|oxyacetc acid: 
9-[(3^ethyIphenyl)m8thyl]-2HSOpropyl-5-carbamoylcarbazol-4-y1Joxyacelc acid: 
9-[(4^ethylphenyl)molhyl|-2-isopRpyl-5Karbamcylcart)azol-4-yljoxyaceticacid: 

25 9-[(2-ethylphenyl)mGthylJ-2-isoprcpyl-5-carbamoylcarbazot-4-yl}oxyaceticacid: 
9-[(3-ethylphenyl)methyl)-2-isoprcpyl-5-carbamoylcarbazol-4-yl}oxyacelic acid: 
9-{(4-ethylphenyl)methyl]-2-isopropyl-5-carbamoylcarbazot-4-yl|oxy acetic acid: 
9^(2-tnfljorc^thylphenyl)nnethyl|-2-isopropyl-S-carbarnc)ylcart)azol-4-yl}oxyacetic acid. 
9^(3-trifluoromethylphenyl)methyl]-2-isoprcpyl-5-carbarnoylcarbazol-4-yl)oxyacetic acid. 

00 9-[(4-tnfluoromethylphenyl)methyl]-2MSopropyl-5^rt)arnoylcarbazol^yl)oxyacetic acid. 

9-[(cyclc^rc^yl)methyl]-2-isoprc^yl-5^rt)amoylcait]azol-4-yl}c4(yacetic acid: 
9-[icyclobulyl)mothyl]-2-isopropyl-5-carbamoylcarbazol-4-yl(oxyacotic acid: 
9-[(cyclopentyl)inelhyl)-2-i8oprcf>yl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[((^lohaxyl)melhyl]-2-i8opropyl-5-cart)amoylcarbazal-4-yl)oxyacelic acid: 

3S 9^<2^othc«yphenyl)methyl]-2-i&oprc^yl-5^rbamoylcarbazol-4-yl)oxyacetic acid. 

9-[(3-methoxyph8nyl)methyl)-2-isopropy l-5-carbamoy lea rbazol-4-yl)oxyac9tic acid; 
9^i4^ethoxyphenyl)methyq-2-isopropyl-S-carfoamoylcarbazol-4-y1|oxyacetic acid: 
9-{(2-ethoxyphenyl)m9thyi]-2-isopropyl-5<arbamoylcarbazol-4-yl}oxyacetic acid: 
9-{(3-ethoxyphenyl)meth yl]-2-isopropyl-5-carbamoy lea rbazoi-4-yl}oxy acetic acid: 

■*o 9-[i4^thoxyphenyl)m8thy1)-2Hsoprcpyl-5<arbamoylcarbazol-4-yl}oxyacetc acid: 

9-[i2-trinuorcrnethoxyphenyl)methyl]-2Hsci3ropyl-5^rtjanx^k;arbazoM-yl}oxyacetic acid: 
9-[(3HrifluorOTethc*yphenyl)methyl]-2-isopropyl^^ acid: 
9-[(4^rifIuorc<Tiethoxyphenyl)m8thyl]-2-isopropyl-5-carbamoytearbazol-4-yl)oxyacetic acid: 
9-[(2^ifluorom8thoxyphanyl)melhyl)-2-tscpr^ acid: 

45 9-[(3KJifluorOTethoxyphenyl)m8thyl]-2-iscprcpyl^ acid. 

94(4^ifluoromethoxyphanyl)m8thyl]-2-isoprcpyl-5K»r^^ acid. 
9-{( 2-cyanoph any Omethy l]-2- isopropy l-5-carbamoylcart)azol-4-y IJoxyacetic acid. 
9^(3<yanophenyl)methyl]-2-isopropyl-5<arbamoylcart3azol-4-ylJoxyacetic acid; 
94(4<yancphenyl)methyl]-2-iscpropyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid. 

so 9-{(2-pyridyl)melhyl]-2'isoprop yh5-carbamoylcarbazol-4-yl(oxyacetic acid. 

9-((3i5yndy0methyll-2-isc^ropyl-S<artiarTK>yteafbazol-4-ylJoxyacelic acid. 
9-{i4^yridyl)methyl]-2Hsc^rcx)yl-5<art3amoylcafbazol-4-yl|oxyacetic acid. 
94(2^ui>l)m8thylJ-2-isoprcpyl-5^rbanx3ylcarbazol-4-yl}oxyace tic acid; 
9-[(3^uryl)methylj-2-iscfjropyl-5^fbamcylc8^ 

55 9-f(2^hienyl)n^thyl)-2-isopropyl-5^rbamoylcarbazol-4-ylfoxyacetic acid. 

94i3^hienyl)methyl|-2Msopropyl-5-<arbamoylcarbazol-4-yl}oxyacetic acid. 
94f2-benzyIphenyl)metnyl]-2HSopropyl-5<arbamoylcarbazol-4-yl}oxyacetc acid: 
9-{(3^enzylphenyl)methyl]-2-isoprcpyl-5^rDarnoylcarbazol-4-yl)oxyacetic acid. 
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9-l(4-benzylphenyl)methyl|-2-isopropyl-5-carDdmoylcarba20l-4-yl)oxyacetcacid. 
9-|(2-benzoylphenyl)methyll-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-I(3-benzoylphenyl)meihyl]-2-isopropyl-5-carbamoylcarbazol-4-yl|o)(yaceticacid 
9-[(4-benzoylphenyl)meihylj-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyacoIic acid. 
9-[(2-benzyloxyphenyl)methyl|-2-i3opropyl-5-carbamoylcartjazol-4-yl)oxyaceticacid. 
9-|i3-banzyloxyphenyl)methyl|-2-isopfopyl-5-cafbamoytearbazol-4-yl|oxyaC8ticacid 
9-[(4-banzyloxyphenyl)rriethyl)-2-isopropyl-5-carba[noylcarbazol-4-yl)oxyacelicacid: 
9-{(2-phenylphenyl)methylJ-2-isopropyl-5<art»amoylcarbazol-4-yl)oxyaceteacid 1 
9-{(3-phenylphenyl)methyl]-2-isopropyl-5-cart)amoylcarbazol-4-yl}oxyacoteacKJ: 
9-[i4-phenylphenyl)melhyl]-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyacetcacid 
9-[i1-naphlhyl)melhyl|-2-isopropyl-5-carbamoylcarbazol-4-y|}oxyacelicacid 
9^^2•naphthyl)melhyl|•2•lsopropyl-5-carbamoylcarbai!oM-yl^oxyacetlcacld. 
9-[i'2 3-difluorophenyl)nTethyl]-2-isopropyl-S-ca(banioylcart3azQl-4-yl|oxyaceticacid: 
9-|<2.4-difluorophenyl)methyli-2-isopropyl-S-carbamoylca(bazol-4-yl|oxyacetic acid: 
9-(f25-difluorophenyl)methyll-2-isopropyl-S-caibamoylcarbazol-4-yl|oxyacotic acid 
9-[(2 6-difluoraph enyl)methylj-2-isopropyl-5-carbamoy lcarbazol-4-yl (oxyacetic acid. 
9-{i'3 4-difluorophenyl)n«lhylJ-2wsopfopyl-S-cart)anToylcafbazol-4-yl)oxyacetic acid: 
9-|i3 5-difluorcphenyl)methyl]-2-isopropyl-5-carbamoylcaibazol-4-yl)oxyaceticacid: 
9-((2 3 4-tnfluorophenyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl^>xyacetic acid. 
9-|(2 3.5-trinuorophenyl)methyl]-2-isopropyl-5-caibamoylcarbazol-4-yl|oxyacetic acid 
9-|f2 3.6-lrifluorophenyl)methylj-2-isopropyl-5-caibamoylcarbazol-4-yl}oxyacetic acid 
9-[f2 4 5lrifluorophenyl)methyl]-2-isopropyl-5-cait>amoylcarbazol-4-yl}oxyacelic acid 
9-[(2 4.6-trifluorcphenyl)memyl]-2-iscpropyl-S-<»rbamoylcarbazol-4-yl|oxyaceticacid 
9-((3.4 5-trifluorophenyl)metbylJ-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-l(pentafluorophenyl)methylI-2HSopropyl-5KarbamoylcarbazoU-ylJoxyaceiic acid. 
9-((2.3siich)oropheny0methylJ-2-isopr<vyl-5<arbanToylcarbazol-4-ylJc«yacelicacid 
9-1(2 4-dichlorcphenyl)memylJ-2-isopropyl-5^rbamoylcarbazol-4-yl)cixyaceiic acid: 
9-|i2.5-dichlorophenyl)me!hylj-2-iscijrcpyl-5-<a^ 

9-((2 6-dichlofophenyl)melhyl|-2-isopropyl-5-carbanioylcarbazol-4-yl|oxyacelic acid. 
9-(i3 4-dichlorci3henyl|methyll-2-isopropyl-5-carbanioylcarbazol-4-ylJc9(yaceticacid. 
9-[(3.5-dichlorophenyl)methylJ-2-is<^rcflyl-5<arbamoylcarbazol-4-yl}oxyaceticacid: 
9-[i2.3-dimeihylphonyl)methyi|-2-iscflropyl-5-<arbarnoylcafbazol-4-yl}oxyaceticacid: 
9-|i2.4-dimelhylphanyl)methyl]-2-isopropyl-5-cart>amoylcarbazol-4-ylJoxyaceticacid- 
9-|(2.5-dimelhylphenyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl|oxyacetic acid. 
9-[(2.6-difTiGthylphenyl)molhylJ-2-isopropyl-5-caibamoylcafbazol-4-ylJoxyaceticacid. 
9-[(3.4-dimeihylphenyl)methyl]-2-isc^ropyl-5-carbamoylcarbazol-4-ylioxyac«licacid. 
9-1(3 5-dJmalhylpheny))fnemylJ-2-isopfopyl-5-cafbamoylcart)azoW-yl)oxyacehcacid. 
9-1(2.4 6-lrimethy^henyl)melhyl]-2-isopropyl-S-carbamoylcarbazol-4-yl}oxyaceticacid 
94i3.5-bis(trifluwc™ethyl)phenyl)rr)ethyl)-2-is^ 
9-li2 4-bis(tnfluc*c«iethyl)phenyl)methyl]-2-is^^ 

9-|('2-fluoro-3-lrifluorOTethylphenyl)memyl]-2-iscflropyl-5-<arbanx}ykarbazol-4-ylloxyaceticacid 

9-[i2-fluorcM-trifluoromethylphenyl)memy^ 

9-|(2-fluoro-5-tnfluoromethylphenyl)memyl]-2-is^ 

9-[f2-fluorc^-tnffuorc™elhytphenyl)metay^2-is^ acid 

9-((3-nuoro-5-trifluoromethylphenyl)memyl]-2-iscpropyl-5-<afbanioylcart)azol-4-yl|oxyaceticacid 

9-({4-fluorc^2-trifluoromamylphenyl)memylj^ 

9-{t4-fluoro-3-trifluorc<nethylphenyl)memyl]-2-isc^ 

9-{3-(2-nuorc^henoxy)methyl]-2-iscflropyl-5-carbamoyteart)azol-4-yl)oxyacaticacid- 
9-[3-(4-nuofophenoxy)methyl]-2-isopropy(-S-carbanioylcarbazol-4-yl)oxyacetic acid 
9^i2-nuoro-3-memylphenyl)methyl]-2Hsopropyl-5^ 

9-[(3-chloro-2-fluoropheny l)meIhyl|-2-isop ropyl-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-|(2-chlorc^-nuorcphenyl)melhyl|-2-isoprcf)yl-5-^ 
9-(f4-brcm>-2-fluOTq^enyl)memyll-2-iMpro^^ 
94i2-brwno-5-nucrcphenyl)melhyl]-2-i»^ 

9-f(3<Morc^-mathylpheny0memyfl-2-isc^rcpyN5-c^ aad. 
9-{(3<hloro-4-memoxyphenyl|memyl]-2-iscprcflyl-5-ca^ 

9-[i 4-methc*y-3-melhylphenyl)meWyl}-2-isop*opyl-^ aad. 
9-(i4-trinuoroin thyimicphenyl)methy|]-2-isoprcpyl-5-<art>amc?lra^ 
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9-{( 1 *romo-2^aphthylphenyOmelhyl]-2-isopropyl-5-carbamoylcarba2oM-yl}oxy-dc tic acid. 
9-ll2-methyt- 1 -naphthylphanyl)mettiy I J-2-isopropy l-5-cai bamoylcarbazol-4-ylfoxyacetic acid, 
9^(4^ethy1-l*iaphthylphenyl)methylj-2-i^ 

9-[(6HTielhyl-2^aph%lphenyl)methyl)-2HScpr<^yl-5<arbanf»ylcarbazol-4-yl}oxyacetc acid. 

9^(2-((phenylsulfonyl)methyl)phenyl)methylj-2Hscp^ 

9-[^1-fluorGnylmethylJ-2^8oprcpyl-5-calba^^cylcarbazol-4-yl)oxyacotlcacid. 

9-JM -tetrazolylmethyl]-2-isopropyl-5-carbamoylcarbazol-4-yl(oxyacatic acid 

9-[i5^ethylo-totrazolylmethyl]-2Hscpropyl-S<:arbamoylcarbazol-4-yl)oxyaceticacid. 

9-[(5-benzyl-1 -tetraz(%lmethylJ-2Hsopropyl-5-carbamcylcarbazoJ-4-yl}oxyacetic acid: 

9-[iphenyl)memyl]-2-n-t)ulyl-5^rbamoylcarbazol-4-yl)o)cyacetic acid. 

9-[(2-phenoxyphenyl)methyl]-2-n-butyl-S-carbamoylcaibazol-4-yl}oxyacelicacid- 

9-[ <3-phenoxypheny Omethy lj-2-n-buty l-5-carbamoylcart>azol-4-y IJoxyacetc acid 

9-[(4^honoxyphenyl)melhyl)-2-n-t)ulyl-5-carbafrioylcarbazol-4-yl}oxyacatcacid, 

9-[i2-fluorophenyl)melhyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[i3-fluorcphenyl)memyl|-2^-butyl-5-carbariToylcart)azol-4-yl}oxyacaticacid. 

9-|i4-fluorophenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(2^hlorcphenyl)mathylJ-2-n-butyl-5-carbamoytearbazol-4-yl|oxyaceticacid: 

9-[(3n:hlorcfjhenyl)methylj-2-n-butyl-5HarlMfnoylcarbazol-4-yl}oxyacelic acid: 

9-[(4<hlorcphenyl)methylj-2-n-butyl-5^rbamoylcafbazol-4-yl|oxyaceticacid: 

9-[(2^rc<ncpheny0methylJ-2-n-butyl-5^rt)amoylcarbazol-4-yl)oxyaceticacid. 

9-[(3-bromcphany0methylj-2-n-butyl-5-carbamoylcarbazol-4-ylioxyacetic acd 

9-|i44)romopheny0m8thyl]-2^-butyl-5H:art)amc^fbazol-4-ylioxyacetcacid. 

9-[^2-lc<Jc^henyl)methyl]-2-n-buty^5^»fbarnoylcarbazol-4-yljoxyacetlcacld. 

9-[l3-ioc^henyl)methyl]-2-n4)utyl-5Karbamoylcafbazol-4-ylloxyaceticacid. 

9-[(4Hodophenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 

94(2^cetamidcphanyl)methyq-2-n-butyl-5HMrbarnoylcart)azol-4-yl}oxyaceticacid: 

9-[(3^etamidc^henyl)mathyl]-2-n-butyl-5-carbamoylcart)azol-4-yl}oxyaceticacid: 

9-[(4^etarnidophenyl)methyO-2^utyl-5<arta^ 

9-[(2<artjamoylphenyl)methylj-2-n*utyl-5<arbamoylcarbazol-4.y|}oxyaceticacid 

9-[(3<arbamoylphenyl)methyq-2-n-butyl-5^rbamoylcarbazol-4-yl)oxyaceUcacid 

9-[(4<arbanK>ylphenyl)methyl]-2-n-butyl-5^rba^ 

9-[(2^ethy1sulfcflylphenyl)rnethyll-2Hi4>utyl-5K»^^ 

9-[<3^ethy1sultonylphenyl)iT»thyl)-2-n-butyl-5^ 

9^(4^ethylsullcnylphGnyl)methyll-2-n^utyl-5<»rbamoylcaft)azoW-yl|oxyacelicacid 

9-[(2-methylphanyl)methyl)-2-n-butyl-5-caibarnoylcarbazol-4-yl)oxyacelicacid. 

9-[(3HT)emylphenyl)memyl)-2-n-butyl-5<art>amoylcarbazol-4-ylJoxyacoticacid 

94(4^ethylphanyl)mGthylj-2-n-butyl-5-cafbarTX)ylcarbazol-4-y|joxyaceticacid. 

94(2<thylphonyl)melhyl]-2-n4)utyl-5<:art»moylcait)aic^-4.yl}cotyacBticacid. 

9-[(3^thylphsnyl)methylh2-n4)utyl-5<arbamoykafl3azol-4-yl)0(xyacetic acid! 

9-{l4^thylphenyl)malhyl]-2-n^utyl-5^rbamoyl(afbazol^-yl)c^aceticacid: 

9^2-trffluoromethylphenyl)methyfl-2^4>utyl-5<arbaTO 

9^(3-trifluorcfflethylph8nyl)methyl]-2^^utyl-5^arbanraytearbazol-4-yl}oxyacetic acid: 

9^44riffuoromethylphenyl)rnethyO-2nn*utyl-5H2J^^ 

9-I(cydcprcpy1)memyl]-2^-butyl-5<arbamcvlcarbazc4-4-yl}oxyacetic acd. 

94icyclctoutyl)methyl|-2Hi-butyl-5<arbainoylcarbazol-4-ylJoxyaceticacid. 

9-[(cydc^enty()m8thyll-2^-buty1-5Hart3amoylcart)aid^-yl|c«yacetcacid. 

9-[(cyclc^exyl)melhylJ-2-n-bulyl-5-cartjaTnoylcarbazol-4-yl|oxyac8tic acid. 

9-[(2-melhoxyphenyl)m8thyl]-2-n-butyl-5-carbarTKiy!carbazol-4-yl}oxy acetic acd. 

9-I( 3^emc^henyl)methyO-2-n4>utyl-S^rt>amoylcart>azol-4-y l)oxyacetic acid; 

9-[(4^athoxyphenyl)rnethyO-2^*utyl-SKart>an^lcafbazoJ^-yl}oxyaceticacid. 

94(2<thoxypheny1)methy1]-2-n-butyl-SHMfbamcvlcarbazoM-ylioxyaceticacid: 

9^(3^thoxyphenyl)methy1J-2-n-butyl-5Karbamc^lcarbazol-4-yl}oxyaceticaa'd 

9-[t4^thoxyph8ny1)memyl]-2-n-butyl-5^rbarTwylcafbazol-4-yl}oxyaceUcacid: 

9-[(2-triflu«c™etfKixyp*anyl)me^^ 

9^3^nfluc*ariethc*yphenyl)memy0-2-n-butyl-5^ta 

9-[(4-tnfluoromethoxyphenyl)m ttiyl]-2-n-butyl-5-carbamoylcarbaz l-4-y||oxyacetic acid. 
9-[(2^ifluwanethoxyphenyl)mettiyl]-2-n-butyl-5Kart)amcvtorbaz l-4-y1}oxyacetic acid. 
9-l(3Kimuwc<Ti8tho><yphenyl)m8thyl|-2-n^ut^ M-y1}oxyacetle acid. 
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9-((4-difluorometlioxyphenyl)melhyl|-2-n-bulyl-5-carbanioylcarba20l-4-yl}oxyacelc acid 

9-|(2-cyanophenylimelhyl)-2-n-butyl-5-carbamoylcarba2ol-4-yl}oxyacetic acid. 

9-| i'3<yanophenyl)melhyl]-2-n-butyl-5-carbamoylcarba2ol-4-yl}oxyacetic acri 

9-|(4-cyanophenyl|melhylJ-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyacolic acid 

9-|('2-pyndyl)methyl|-2-n-butyl-5-carbartioylcarbaiOl-4-yl}oxyacetic acid: 

9-|(3-pyndyl)m©thylJ-2-n-butyl-5-carbamoylcarbazo)-4-yl|oxyacotic acid: 

9-[i4-pyndyl)methyl|-2-n-butyl-5-carbanfioylcarbazoJ-4-yl}oxyac8tic acid: 

9-|i2-(uryl)mothyl)-2-n-butyl-5-carbamoylcarba2ol-4-yl}oxyacaticacid. 

9-[(3-furyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-ylJoxyacetic acid. 

9-|<2-thienyl)methylJ-2-n-butyl-5-carbamoylcarba20l-4-ylloxyacetic acid' 

9-|i3-thienyl)nnelhyl)-2-n-bu1yl-5-carbamoylcarbazol-4-yl}oxyacetc acid. 

9-|(2-ben2ylphenyl)methyl]-2-n-butyl-5-carbartioylcarbazol-4-ylJoxyacetic acid. 

9-[(3-ben2ylphenyl)methyll-2-n-butyl-5-carbamoylcarbazol-4-ylloxyacGticacid: 

9-| i'4-benzylphenyl)methyl |-2-n-butyl-5-cafbamoylcarbazol-4-yl)oxyacotic acid: 

9-[(2-benzoylphenyl)nnethyl]-2-n-buiyl-S-carbamoylcarbazol-4-yl)oxyacetic acid 

9-(i3-benzoylphenyl)»nethyl]-2-n-butyl-5-carbarT)oylcafba20l-4-yl)oxyacetic acid. 

9-|(4-benzoylphenyl)fTielhyl]-2-n-butyl-5-caibamoylcart)azol-4-yl)oxyacetic acid. 

9-[(2-befizyloxyphenyl)methyl]-2-n-butyl-S-carbamoylcarbazol-4-yl}oxyacetic acid 

9-[(3-benzyloxyphenyl)methyl]-2-n-butyl-5-cartiamoylcarbazol-4-yl|oxyacelic acid 

9-[(4^enzyloxyphenyl)methyl]-2-n-buty1-5-cart>amoylcarbazol-4-yl}oxyacetic acid: 

9-[(2-phenylphenyl)melhyl]-2-n-butyl-5-caibanioylcarbazol-4-yl}oxyaceticacid: 

9-|i.3-phenylphenyl)methyl|-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(4-phenylphenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyace!icacid. 

9-{( 1 -naphthyl)methyl]-2-n-butyl-5-carbamoylcafbazol-4-yl)oxyace!ic acid: 

9-|i2-naphthyl)methylj-2-n-butyl-5-carbamoylcarbazol-4-yl|oxyacelic acid: 

9-{i2 3-diriuorophenyl)methyt]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-{l2 4-difluofophenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyacetic acid. 

9-{(2.5-difluorophenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacetlcacid. 

9-[f2.6-diriuorophenyl)methyl]-2-n-butyt-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(3.4^inuorophenyl)methyl]-2-n-bulyl-5-carbamoylcarbazol-4-yl)oxyaceticacid 

9-[(3 5-difluorophenyl)methyl]-2-n-butyl-5-carbamoylcafbazol-4-yl>oxyacotic acid: 

9-[(2.3.4-trifluorcphenyl)melhyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 

9-[(2.3.5-trifluorophenyl)melhyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(2.3 6-trtfluorophenyl)melhyl]-2-n-butyl-S-carbamoylcaiba2ol-4-yl)oxyacetic acid. 

9-[(2 4 S-lrifluorophenyl)methyl]-2-n-butyl-5-carbamoy1carbazol-4-yl)oxyacelic acid: 

9-f(2,4.6-trifluorophenyl)methyl]-2-n-butyl-5-carbanr)oylcarbazol-4-yl}oxyacetic acid: 

9-| c" 3 4 5-trifluoroph8nyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-|(pentafluorophenyl)methyi]-2-n-butyl-5-carbanioylcarbazol-4-yl|oxyaceticacid 

9-|(2.3^ichlorophenyl)methyl]-2^-butyl-5H:arbarnoylcarbazol-4-yl}oxyaceticacxl. 

94i2.4<Jichtorophenyl»melhyl]-2-n-buty)-5-cafbamoylcarbazol-4-ylloxyacaticacid- 

9-|(2,5-dichlorophenyl)melhyl]-2-n-butyl-5-caibaiTioylcarbazol-4-yl}oxyaceticacid: 

9-|i2.6-dichk>rophenyl)methyl]-2-n-butyl-5-caibamoylcafbazol-4-yl)oxyacetic acid. 

9-|('3.4<Jichlorophenyl)methyll-2^-butyl-5<arbamoylcart)azol-4-yl(oxyaceticackl. 

9-[i3 5-dichlorophenyl)melhyl)-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 

94i2,3-dimelhylph8nyl)methyl]-2-n-butyl-5-carbamoylcaibazol-4-ylJoxyaceticacid- 

9-|i2.4-dimelhylphenyl)methyl]-2-n-bulyl-5-carbamoylcarbazol-4-yl}oxyacelicacid 

9-((2.5<limelhy!phenyl)methyl]-2-n-butyl-5-carbamoylcaibazol-4-yl)oxyaceticacid. 

9-|i2.6^imelhy!pheny1)methyl]-2^-butyl-5K»rbanioylcart>azol-4-yl}oxyacelicacid. 

9-[(3.4-dimethylphenyl)methyfj-2^-butyl-5-rarbarnoytcarbazol-4-yl}oxyaceticaad 

9-li'3.5KJim8lhylphenyl)methyl]-2^^utyl-5^rbafrioylcart)azol-4-yl)oxyaceticaad. 

9-[i2.4.6-lnmethylphenyl)methyl]-2^-butyl-5^rbamoylcarbazol-4-yl(oxyacaticacid: 

g-liS.S-bisftrifluoromethylJphenyOnrothyll^^^ulyl-S^arbarnoylcartazoM-ylloxyaceticacid, 

9-[i2.4-bis(tritluorom8thyl)phenyl)msthyli-2^*utyl-5<arbartx>ylcarbazol-4-yl|oxyaceticacid. 

9-[i2-fluoro-3-u-ifluoromethylphenyl)methyl]-2^^ty1-5-ra 

94(2-fluoro-4-trifluoromethylphenyl)memyl)-2-n4w^ 

9-[(2-fluoro-5-triflu romethylpbenyl)m thyl)-2-n-butyl-5-cartjamoylcartoazol-4-yl)oxyacelic acid. 
9^(2-fiuoro^-lrifluoromeihylphenylXTiemylJ-2-n-butyl-5<arbamcvlcarbazc3J-4-yl)oxyacetic acid. 
94(3-nuoro-5-trifluoromemy^henyl)methyl]-2^4xjtyl-5^rt»^ 
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9-|(4-nuoro-2-trinuoromethylphenyl)melhyl|-2-n-butyl-5Karbamoylcarbai!d-4-yl|oxyaceticacid. 
9-[(4-fluoro-3-lrifluoromethylphenyl)methyl|-2-n-butyl-5-cart3amoylcafba2ol-4-yl)oxyacetic acid: 
9-[3-(2-fluorophenoxy)mothyl]-2-n-butyl-5-carbamoylcarbarol-4-yl)oxyaceticacid: 
9-l3-(4-fluorophenoxy)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl)oxyacelicac(d. 
9-[(2-nuoro-3-mathylphenyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}<»(yacetic acid, 
9-[(3-chloro-2-nuorophenyl)methyl|-2-n-butyl-5-carbamoylcarbazol-4-yl|oxyacetic acid: 
9-[(2-chloro-6-fluorophenyl)methyl]-2-n-butyl-5-carbamoytcait)a20l-4-yl)oxyacetic acid: 
9-[(4^romo-2-nuwophenyl)methyll-2-n-bulyl-5-carbarTioylcarbazol-4-yl}oxyaceticacid. 
9-[(2-bromo-5-fluofophenyl)malhyl|-2-n-buIyl-5-carbanioylcarbazol-4-yl|oxyacetic acid: 
9-[(3<hlorc^-methylphenyl)mBthyl].2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: 
9-I(3^hloro^^elhoxypheny1)methyl|-2-n-butyl-5-carbamoylcarba2ol-4-yl}oxyaceticacid. 
9-l(4H7iethoxy-3-iTiethylphenyl)rnethyl]-2-n-bulyl-5-carbamoylcarba2ol-4-yl}oxyacatic acid. 
9-[(4-trifluorOTethylthic^henyl)methyl|-2^-butyl-5<arbarnoylcart>azol-4-yl)oxyaceticacid. 
9-|(1^rc»mo-2^aphthylphenyl)methyl|-2-n-butyl-5-carbamoylcarbazol-4-yl|oxyace!ic acid. 
9-[(2^ethylo<iaphlhylphenyl)methyl]-2-n-buty1-5-carbarnoylcarbazol-4-yl}oxyaceticacid. 
9-[f4-methyl-1-naphlhylph8nyl)methyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-((6^ethyl-2<iaphthylphenyl)melhyl]-2-n-butyl-5-rartjamoylcarbazoJ-4-yl)oxyacetic acid. 
9-|(2-((phenylsutfonyl)memyl)phenyl)m8thylJ-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacotic acid. 
9-[(1 -nuorenylmethyl)-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(1 -tetrazolylmethyl]-2-n-butyl-5-carbamoylcarbazol-4-yl}oxyacelic acid. 
9-[ i5-mothyl- 1 -tetrazoly lmethyl]-2-n-buty l-5-carbamoylca rbazol-4-y I Joxyacetic acid: 
9-[(54)enzyl-14etrazolylmethyl]-2-n-butyl-5-cart)amoylcarbazol-4-yl|oxyaceticacid. 
94(2-phenoxyphenyl)methyl]-2-n-pentyl-5<arbamoylcarbazo)-4-yl}oxyacetic acid. 
9-[(3^henc«yphGnyl)nwthyQ-2^^entyl-5<arbafTraylcarbazol-4-yl)oxyaceticacid. 
9-|(4-phenoxyphenyl)methylj-2-n-pentyl-5-carbamoylcarbazo)-4-ylloxyacetic acid: 
9-[i2-fluorophenyl)methyl|-2-n-pentyl-5-carbamoylcarbazoM-yl)oxyace(ic acid. 
9-[(3-nuorophenyl)methyl)-2-n-pentyl-5-carbamoylcalt)azo^4-yl}oxyace^lc acid: 
9-[(4-fluorophenyl)methyl]-2-n-pentyl-5-carbamoylcaitazoM-yl|oxyacetic acid. 
9-|i2-chlorophenyl)melhyl]-2-n-pentyl-5-carbamoy tea rbazol-4-yl}oxyacetic acid. 
94<3^hlorophenyl)methyl]-2-n-pentyl-S-carbamoylcarbazol-4-yt}oxyacetic acid 
9-(<4^hlOTophenyl)methyl]-2-n-pentyl-5<arbamcyk»rbazol-4-yl}oxyaceticacid. 
9-[(2-bromophBnyl)rnethyl]-2-n-penlyl-S-cafbamoylcarba2ol-4-ylJoxyacetic acid: 
9-[(3-bromophenyl)methyl]-2-n-pentyl-S-carbamcylcarbazol-4-yl)oxyacetic acid 
9-{(4-bromophenyl)methyl]-2-n-pentyl-5-carbamoylcarbazol-4-yl|oxyacetic acid 
9-l(2-iodophenyl)methyl)-2-n-pefityl-5-carbamoylcart>azol-4-yl}oxyace tic acid. 
9-[|3-iodophenyl)rTiethyl]-2-n-pentyl-5-carbarnoylcart)azol-4-yl(oxyaceticacid. 
9-{i4-K)dophenyl)rnsthyl]-2-n-pentyl-5-carbamoylcartjazol-4-yl}oxyacetic acid. 
9-[|2-acelamidophsnyl)methyl]-2-n-p8ntyl-5-carbamoy lea rbazol-4-yl(oxyacelic acid 
9-[(3-acetamiciophenyl)fTiethyl]-2-n-p8ntyl-5-carbamoylcarbazol-4-yl}oxyacelic acid. 
9-[(4^cetamidophenyl)methyQ-2Hi^8ntyl-5<arbarncylcarbazol-4-ylioxyacelic acid; 
9-{(2-carbamoy Ipheny l)methy l]-2-n-penty l-5-carbamoy lcarbazol-4-y I [oxyacelic acid. 
9-[(3<arbamoylph8nyl)methyq-2-n-pentyl-5<arbamoylcarbazoi-4-yl}oxyaceIic acid; 
9-f(4^rbanioylphenyl)m8thyn-2-n-pentyl-5K:artjamoylcarbazol-4-yl}oxyacetic acid, 
9-[(2<nathy1sulfonylphenyl)methyl|-2-n-pentyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid: 
9-[i3^athy1sullonylphenyl)methyl)-2-n^entyl-5<arbanKiylcart)azo(-4-yl}o)cyacetic acid: 
9-[(4-methylsuHonylphenyl)methylj-2-n^entyl-S<arbarnoylcarbazol-4-yl}oxyacetic acid. 
9-[(2-methylphenyl)methylJ-2-n^8nty^5<arbamoylcarbazol-4-yl)oxyacelicacid. 
9-{(3-nriethy!phenyl)m©thyl|-2-n-pentyl-5-cart)amoy tea rbazol-4-yl}oxy acetic acid. 
9-[(4^ethylpheny1)methyl]-2-n-pentyl-5^rtanx)ylcart»azo)-4-yl|oxyacetic acid. 
9-[(2^thylphenyl)memyip2^^antyl-5^rbamoylcarbazol-4-yl}oxyaceticacid 
9-[(3^thylphenyl)mathyl]-2^i)enty1-5-carbamoylcafbazol-4-yl}oxyaceticacid. 
9-[(4-ethylphenyl)mathyl|-2-n-pentyl-5-cafbamoylcarbazol-4-yl}oxyacelicacid: 
9-[(2-trifluorcxTiamylphenyl)methyn-2-ni5entyl-5<arbarnoylcarbazol-4-yl)oxyac8lic acid, 
9-[(3-trifluoromethy!phenyl)m8thyn-2-n^eniyl-5<arbamoylcarbazol-4-yl)oxyac8lteacd. 
9-[i4Mnfluorc<nethylph8nyl)methyl]-2-n-pentyl-5-carbarnoy!carbazol-4-yl}oxyace!ic acid. 
9-{( cyclop ropy l)methy l|-2-n-pentyl-5-carbamoy teart)azol-4-y IJoxyacetic acid. 
9^icyclcibutyl)m8thyl]-2<i-pentyl-5^rbamoytearbazol^-yl}oxyacetic acid. 
9^1c^lopGnty0methyll-2-n-pGntyl-5^rbarTKVItarbazoM-yl|oxyacetteacW 
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9-|(cyclohexyl)methyl|-2-n-pentyl-5-carbamoylcartJaz l-4-yl}oxyacelic acid 
9-|(2-methoxyphenyl)melhyl]-2-n-pentyl-5-carbamoylcafba2ol-4-yl}oxyacetic acid 
9-li3-methoxyphenyl)methylJ-2-n-pentyl-5-carbamoytcarbazol-4-yl}oxyacetic acid. 
9-[(4-methoxyphenyl)melhyl]-2-n-pentyl-5-carbamoylcarbazoi-4-ylloxyaceticacid 
9-{(2-ethoxyphenyl)methylJ-2-n-pentyl-5-caibamoylcarbazol-4-yl|oxyaceticacid: 
9-|i3-othoxyphonyl)methyl]-2-n-pentyl-5-cart>amoylcarbazol-4-yl)oxyacoticacid- 
9-[(4^thoxyphenyl)rnelhyl|-2-n-pentyl-5-cart}arnoylcarbazol-4-ylloxyaceticacid. 
9-|(2-lrifluoromethoxyphenyl)methyn-2^-pentyl-5^ibartX3ylcafbazol-4-yl)oxyacetic acid. 
9-|(3-tnfluorc^ethoxyphenyl)methylj-2-n-peniyl-5^rbarTK>ylcafbazol-4-yl]oxyacetic acid 
9-{(4-trrfluc*omethoxyphenyl)methyl]-2^-penty^ 

9-[(2KJifluoromelhoxyphenyl)methyl|-2-n-pentyl-5^rbariicylcarbazol-4-ylloxyacelicacid 
9-|(3^ifluorOTethoxyphenyl)methyl|-2-n-pentyl-5^rbarnoylcarba£Ol-4-yl)oxyacetic acid- 
9-i(4<linuoromethoxyphenyl)methyl|-2-n-pentyl-5<arbarncylcarb«oM-ylloxyacetffi acid 
9-li2-cyanophenyl)methyll-2-n-pentyl-5<arbamoylcart)a2ol-4-ylJoxyac8tcacid. 
9-|(3<yanophenyl|rnethyl|-2-n-pentyl-5-carbamoylcarbazol-4-yl|oxyaceticacid. 
9-li4K:yancf^enyl)methyl|-2-n-pentyl-5-cart)arnoylcarbazol-4-yl>oxyaceticacid. 
9-|(2-pyridyl)methyl]-2-n-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-ii3^yricVI)nTOthyl]-2-n-pentyl-5<arbarnoylcarbazol-4-yl}oxyacGtcacid 
9.[(4^yricV0^lhyl)-2-n-ponlyl-5<;arbanx)ylcarbazol-4-yl}oxyacetic acid 
9-[(2-(uryl)methyl]-2-n-pentyl-S^rbamoylcarbazol-4-yl|oxyaceticacid 
9-[i3-furyl)methyl|-2-n-pentyl-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-|(2-thienyl)melhyl]-2-n-penlyl-5-carbamoylcarbazol-4-yl}oxyacetcacid. 
94(3-thienyl)methyl]-2-n-pentyl-5-carbamoylcarbazoI-4-yljoxyacercacid. 
94(24)enzylphenyl)methyl]-2-n-pentyl-5-ca(bamoylcarbazol-4-yl)oxyacetic acid: 
9-{i3-benzylphenyl)methyl|-2-n-pentyl-5-carbamoylcart>azol-4-yl|oxyacetic acid. 
9^i4*enzylphenyl)methylj-2-n-pentyl-5K:art)amoylcart)azol-4-yl)oxyacaticacid: 
9-[(2-benzoytphenyl)methyl]-2-n-penty l-5-carbamoy lea rbazol-4-yl(oxyacetic acid. 
9-[i3^nzoylphenyl)melhyl]-2-n-pentyl-5-cart)annoylcafbazol-4-yl}oxyacelicacid: 
9-[(4^enzc7lphenyl)methyl]-2-n-pentyl-5-cart)amoylcaibazol-4-yl)oxyaceticacid: 
9-lf2-benzyloxyphenyl)methyl)-2-n-penlyl-5-carbamoylcarbazol-4-yl}oxyacelic acid. 
9-[(3-*enzyloxyphenyl)melhyl|-2-n-pentyl-5-carbamoylcarbazol-4-yl}c«yaceticacid 
9-[(4^nzyloxypheny0methyl|-2-n-pentyl-S-carbamciylcarbazol-4-yl)oxyaceticacid. 
9-|(2-phenylphenyl)methyi|-2-n-pentyl-5-cart>amoylcarbazol-4-yl)oxyacetiCBCid: 
9-[(3-phenylphenyl)methylJ-2-n-pontyl-5-carbamoylcart)azol-4-ylloxyaceticacid: 
9-|(4-phenylphenyl)melhyl]-2-n-pentyl-5-cafbamoylcarbazol-4-yl}oxyacetic acid: 
9-(0 -naphthyl)methyll-2-n-pentyl-5-carbamoy lcaibazol-4-yl)oxyacetic acid. 
9-[i2-naphthy l)mGthyl]-2-n-penty l-5-carbamoy lcarbazol-4-yl (oxyacetic acid. 
9-(i2.3Hjifluorophenyl)methyl)-2-n-pentyl-5<arbarr»ylcarbazol-4-yl}oxyaceticacid 
9-((2 4-chnuQrQphanyl)methyll-2-n-pantyl-5-cart3arrroylcarbazol-4-yl|oxyacetic acid. 
9-[l'2 5<linuorcphenyl)fmthyl]-2-n-pontyl-5^rbamoylcarc^d-4-yl|oxyacetic acid. 
9-[i2 6KJinuorcphenyl)methyl]-2-n-pentyl-5-cart)arrejylcarbazol-4-yl|oxyacetic acid 
9-[t34^ifluorophenyl)rTwthyl]-2^-c^niyl-5<arbatTXjylcarbazol-4-yl)oxyaceticacid 
9-|(3 5-difluorophenyl)methyl|-2-n-p8ntyl-5-carbarnoylcarbazol-4-yl|oxyacelicacid. 
9-[i2 3.4-trifluorcflhenyl)methyl]-2<i-penlyl-5Harbamoylcarbazol-4-yl|oxyaceticacid. 
9-[(2 3 5•trlfluorophenyl)momyll-2^^^-pentyl-5HarbaITK>ylcarbazo^4-yl)oxyace^lc acid- 
9-[(2 3.6-trifluorophenyl)methylj-2<ii3entyl-5^rbanioylcarbazol-4-yl|oxyacetic acid 
9-[i2 4 5-trifluorophenyl)methyl)-2Hi^tyl-5<arbarnc7lcartazol-4-yl|oxyacetic acid. 
9-[(2 4 6-trifluorcphenyl)methyl]-24i-pwtyl-5<arbamoylcarbazol-4-yl}oxyacettc acid. 
9-[t3 4.54rifluorophenyl)m8lhyl]-2Hi-pentyl-5-carbamoylcarbazol-4-yl}oxyacGtic acid. 
94ipentafluc<ophenyl)melhyn-2^i)8ntyl-5^rbamc^lcarbazol-4-yl)oxyacelicacid. 
9-1(2 3-di(^lorophenyl)melhyll-2-n-pentyl-5^rt>amoylcarbazol-4-ylJoxyacetic acid. 
9^i2,4^ichkwcflhenyl)methyl}-2-n^entyl-5<afbamoylcarbazol-4-yl}oxyaceticacid. 
9+2,5-dichtorophenyl)methylj-2^-pentyl-5-cartoanK>ylra 
9^(2.6<iichtorophenyl)methyl]-2-n-pentyl-5-ra* 

9-((3 4-dichlorcflhenyl)mQthyll-2-n-pantyl-5-cafbanioylcarbazol-4-ylJoxyacetic acid. 
94(3.5<Jichkxophenyl)methyll-2^-pentyl-5<arbamoylcart)azol-4-ylK>xyacelicacid: 
9-J<2.3-dimelhylphenyi)melhyl]-2-n-p niyl-5-carbamoy fcart>azol-4-yl)oxyacetic acid; 
94t2.4^imethylphenyi)mathyl]-2-n-pentyl-5^rt)anwylcartjazol-4-ylloxyaceticacid: 
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9-((2,5-dimelhylphBnyl)malhyl]-2-n-penlyl-5-carbamoylcarba/ol-4-yl)oxyaceUc acid. 

9-{i2,6-dimethytpheny))methyl)-2-n-pen1yl-5-carbamoylcart)azol-4-yl}oxyacetic acid. 

9-[(3,4-dimelhylphenyl)methyl]-2-n-penlyl-5-carbamoylcartazo)-4-yl}oxyacetic acid. 

9-l(3,5-dimelhylphenyl)melhyl]-2-n-penlyl-5-carbamoylcarbazo)-4-yl}oxyacelic acid. 
s 9-[(2.4,6-tnmethylphenyl)methyl]-2-n-pentyl-5-carbamoylcarba2ol-4-ylJoxyacoticacid. 

9-[(3,5-bis(trifluorcmethyl)phenyl)methyl]-2^^entyl-5H»rbanrK)ylcarbazol-4-yl}oxyac9tic acid. 

9-[(2.443is(trifluoromethyl)phenyl)methyl]-2<i-pentyl-5^arbanx3ylcarba201-4-yl}oxyacetic acid. 

9-(<2-fluoro-3-trifluoK^emytphenyl)memyl|-2-n-p«nty^^ acid. 

9^(2-nuoro-4-trifluorc«Tiethylphenyl)methyl|-2-n^ntyl-5Kafbamc7lcart»zol^yl}oxyacetic acid 
10 9-[i24luorc-5-trifluoioiTiethy!phenyl)methyl]-2-n-^ 

9-[i2-fluoro^-trifluorc<Tiethylphenyl)methyl|-2-n-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 

9-[(3-fluorc~5-trifluoromethy!phenyl)methyl]-2-n^ 

9-{l4-nuoro-2-trifluOTomethylphenyl)methyll-2-n-^ 

9-[(4-fluorc~3-trlfluor(xnethylphe^yl)methyl]-2^^^ty^5^rbafnoylcarbazoM-yl^oxyacetlc acid. 

'S 9-|3-(2-fluorophenoxy)rriethyl]-2-n-pentyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-[3-(4-nuorophenoxy)methyl]-2-n-pentyl-5-carbamoylcarba20l-4-yl}oxyacetic acid 
9-[i2-fluoro-3-methylphenyl)mothyl]-2^-penlyl-5<arbamc^l(arbazol-4-yl}oxyaceticacid 
9-[i3-chloro-2-fluorophenyl)methyl|-2-n-p8ntyl-5-cartamoy lea rbazol-4-yl}c*y acetic acid: 
9-[i2-chloro-6-fluorophenyl)methyl)-2-n-pentyl-5-catt>amoylcart3azol-4-ylloxyaceticacid. 

so 94i44)fomo-2-fluorophenyl)methyl)-2-n-pentyl-5-carbamoylcart)azol-4-yl)oxyaceticacid: 
9-^24xomo-5-fluc*ophenyl)methyll-2-n-pentyl-5^rt)an^ 

9^(3^hloro^-memylphenyl)melhyl)-2-n-pentyl-5-cart)amoylcarbazol-4-yl)oxy acetic acid: 
94(3<hlorc^methoxypheny1)nrathylJ-2^-pentyl-5^rbar^ 

94(4^elhoxy-3-methylphenyl)methyl]-2-n-pentyl-5-carbamoylcarbazol-4-yl)oxyacetc acid. 
ss 9-l(4-tnfluororri8thylthiophenyl)methylJ-2-n-pentyl-5<arbamoykarbazoM-yl)oxyaceticacid. 

9-[(l4)rc^c^2^aphthylphenyl)m8thyl]-2-n^entyl-5<»rt3anK>y1carbazc4-4-yl}oxyacelicacid. 

94(2-memy10Hiaphthylphenyl)rnemyl|-2^-pentyl-5<arbanioylcart)azol-4-yl)oxyaceticacid. 

9^(4^emyl-l-naphthylphenyl)meihyl)-2-n-pentyl-5-carbarTioylcarbazol-4-yl}oxyaceiicac»d: 

9-[(6HTiethyl-2-naphthylphenyl)methylJ-2-n-pentyl-5-cart)arTioylcarbazol-4-yl)oxyacetic acid. 
30 9-ft2^(phenylsulfcriyl)melhyl)phenyl)methyl]-2-n^enty^^ 

9-H 1 -fluorenylmQthyl)-2-n-pentyl-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-{(1 -tetrazolytmethyl]-2-n-pentyl-5-carbamoylcarbazo(-4-ylloxyacatic acid: 

9-[!5 methyl-1-tetrazolylmethylJ-2-n pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[i5^enzyl-1Hetrazolylmethyl]-2-n-pontyl-S-carbarnoylcarbazol-4-yl)oxyaceticacid: 
as 9-(iphenyl)methyl]-2-trinuorcfnethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 

94(2i3hGrK3xyphenyl)methyn-2-trrfluorc^othyl-5<arbarrwytcarbazo)-4-yl}oxyacetic acid. 

94t3i3henoxyphenyl)methyl]-2-trifluoromethyl-5<ar^ aad 

9-[(4^hencocyphenyl)methyQ-2-trifluoromethyl-5<arbamoy^ 

9-[(2-fluorophenyl)methyl]-2-trif)uoromethyl-5-carbamoylcaibazol-4-yl}oxyaceticacid. 
•*0 9-[(3-nuorophenyl)memyl]-2-trifluoromethyl-5<afbamoylcarbazol-4-yl}oxyaceticacid: 

94t4^uorophenyl)methyl]-2-trifluorc4Tiethyl-5^rbamoylcart>azol-4-yl)oxyaceticacid; 

94(2<hlorophenyl)methylJ-2-trinuoromelhy»-5-carbamc3ylcarbazol-4-yl)oxyacetK acid' 

9-((3K:hlorcvheny0methyll-2-trinuoromethyl-5^rbamoylcarbazol-4-ylloxyacetK:acid. 

9-[(4<hlorc^heny0methyl]-2-trinuoromethyl-5H»rt>amoyl(»itazol^-yl)oxyaceticacid. 
45 9-((2^rcfnopheny0methyl]-2-tnnuoromethyl-5<»rbamoylcarbazoM-yl|oxYacetic acid 

9-{(3-brom ophanyl)methyl]-2-trrfluoromethyl-5-carbamoy lea rbazol-4-yl}oxyacetic acid. 

9-[(4-bromophenyl)methyl]-2-trifluoromethyl-5Karbamcylcarbazol^-yl}c^acetic acid: 

94(2Hodc^henyl)methyl]-2-tnfluoromethyl-5<arbarTWjylcarbazol-4-yl}oxyaceticacid: 

9-[i3-KX^henyl)methyl)-2-trifluwc*rethyl-5^rbamoytcarbazol-4-yl}oxyaceticacid. 
so 9-|(4-ic<jophenyl)methyl]-2-triflucxccnethyl-^^ acid. 

94(2^cetamidc^henyl)methyl]-2-trifliioromethyl-5^ 

9-{l3^cetamkicphenyl)methyl]-2Mrifluorc>melhyl^ 

94l4^cetamictophenyl)methyl]-2-tnf!uwc*netW 
9-[(2-<«rt)amoylptW(yl)methyl]-2-tnffuorc<rathyl-5<a 
ss 9-{(3<arba/Tioylphenyl)mQthyl]-2-tnfluoromethyl-5^ acid: 

9^(4<arbamoylph8nyl)methyl]-2-tnfluofom8lhyl-5<arbarr»ylcarbazoM-yl|c«ya^ 
94(2^ethylsulfc^ylphenyl)memyl]-2-trifluoromethyl-5<arbamoylcart>azol-4-yl}oxyacetic acid. 
9-((3-methy1suironylph8nyl)methyl]-2-trifluorom thyl-5-carbamoylcarbazol-4-yl)oxy acetic aad. 
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9-[(4-meihylsullonylpheny!)rnelhyl|-2-trinuoromethyl-5-carbamoylcarbazol-4-yl}oxyacelic acid 
9-|(2^eihylphenyl)methylj-2-tnfluoromethy1-5-carbamoylcarbazol-4-yl|oxyacetic acid 
9-({3^ethylphenyl)methyll-2-tririuofaTiethyl-5-cafbamoylcarba2ol-4-ylloxyacelicacid. 
9-[(4-niethylphenyl)methyl|-2-tnfluoromethyl-5-carba moy lea rba2ol-4-yl)oxyacetic acid 
9-|(2ethylphenyl)melhyl)-2-trinuofomethyl-5-carbamoylcart)azol-4yl)oxyacetic acid. 
9-((3-ethylphonyl)melhyll-2-tnfluoromethyl-5-carbamoylcart3azol-4-yl)oxyacetic acid. 
9-{i4-ethylphGnyl)mGthyl]-2-trifluoromethyl-5-carbamoylcarbazol-4-yl}oxyacotic acid. 
9^i2-Uifluoron^thylphenyl)methyll-2-trifluoromothy!-5<arbamoylcarba2ol-4-yl|oxyacetic acid 
9^i3-lnfluoronwmylphenyl)methyl]-2-trifluoroftiethy1-5<arbamoylcarba2cJ^-yl}oxyacelicacid 
9^i4-lnfluoromemylphenyl)methyl]-2-trinuoromethyl-5-carbainoylcarba20l-4-ylH>xyaceticacid 
9-((cyclopropyl)methyll-2-trifluoromethyl-5<arbamoylcarbazol-4-yl(oxyacetic acid. 
9-[(cyclobutyl)methyl]-2-lnfluoromethyl-5-carbamoylcarbazol-4-yl|oxyacetic acid 
9-[(cyclopentyl)mell^l|-24rifluorcHnriethyl-5-carbarrioylcarbazol-4-yl|oxyaceticacid, 
9-|icyclohexyl)methyl|-2-lnnuoromethyl-5-carba moy lcarbazol-4-yl|oxyacetic acid. 
9-((2-methoxyphenyl)methyl]-2-tnfluoromethyl-S-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-l(3-methoxyphenyl)methy!l-2-trinuoromethy1-5K^bamoylcarba2ol-4-yl}oxyacelicacid 
9-[(4^elhoxyphenyl)methyl]-2-trinuoromethyl-5K»rbamoylcarbazol-4-yl)oxyaceticacid 
9-[(2-ethoxyphenyl)methyl]-2-trinuoromBthyl-5-carbamoylcart)azol-4-yl)oxyaceticacid. 
9-|i3-ethoxyphenyl)melhyl)-2-trifluoromethyl-5-carbamoytcarbazol-4-yl)oxyaceticacid: 
9-(i4-ethoxyphenyl)methylJ-2-tnfluoromethyl-5-carbamoylcarbazo)-4-yl}oxyace tic acid: 
9-|i2-tnfluc*o™ethoxyphenyl)melhy^2-trifluOT^ 

9-|(3-trifluoromethoxyphenyl)methyl)-2-trifl uoromethyl-5-carbamoy lea rbazol-4-yl}oxyacelic acid; 
9-[(4-trinuoromethoxyphenyl)methylj-2-trifluoromethyl-5<artemoylcarbazol-4-ylloxyaceticacid 
9-[i2<lifluorc<nethoxyphenyl)methyl|-2-trifluoromethyl-5-carbamoylcarbazol-4-yl|oxyacetic acid: 
9-|(3^ifluororTiethoxyphenyl)methyl|-2-lrifluoromethyl-5^rbamoylcarbazoM-yl|oxyacetic acid: 
9-[(4^ifluoromettioxyphenyl)methyl|-2-tnfluoromethyl-5-carbamoyicarbazol-4-yl)oxyacetic acid. 
9-|(2<yanc^honyl)m8thylJ-2-trifluoromethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-|i3<yanc^enyl)m8ihyll-2-trifluoromeihyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(4<yanophenyl)rnelhylJ-2-trifluoroiTiethyl-5-carbamoy(carbazol-4-yl)oxyacetic acid. 
9-{(2-pyridyl)methyl]-2-trifluorome»hyl-5K»rbamoylcarbazol-4-yl}oxyacetic acid 
9-[f3i)yridyl)methyl)-2-trrfluoromettiyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-|(4^yridyl)methyl]-2-lrifluoromelhyl-5-carbamoylcarbazol-4-yl}oxyacelic acid 
9-|(2-luryl)methyl]-2-trifluoromelhyl-5-carbamoylcarbazol-4-yl}oxyaceticacid 
9-{(3-furyl)mathylJ-24rinuoromothyl-5^rbarnoylcarbazol-4-ylloxyacotic acid. 
9-|(2-thienyl)methyl)-2-trifluorofnethyl-5-carbamoylcart>azol-4-yl|oxyacotic acid 
9-l(3-thienyl)methyl)-2-trifluoromethyl-5-carbamoylcaibazol-4-yl}oxyacelicacid. 
9-|f2^enzylphenyl)methyl}-2-lnfluororriethyl-5-carbanrioylcaibazol-4.yl}oxyacetic acid 
9^(3-b9nzylphenyl)meIhyll-2-lrifluorornethyl-5-carbarTioylcarbazol-4-yl}oxyacetic acid 
9^<4-benzylphenyl)methyll-2-trinuoiomethyl-5-carbamoylcart)azol-4-ylJoxy acetic acid. 
9-[f2^enzoylphenyl)methyl]-2-trinuoromethyl-5Karbamoylcarbazol-4-yl)oxyaceticacid- 
94i3^enzoylphenyl)methyl]-2-tntluoromethyl-5-carbamoylcarbazol-4-yl}oxyacelicacid 
9H(4^enzoylphenyl)rnethylj-2-trifluoromethyl-5^ibamoylcarbazol-4-yl|oxyaceticacid 
9-|l2^enzyloxyphenyl)methyl|-2-tnfluoromethyl-5-carbamoytearbazol-4-yl}oxyacetic acid 
9^(34>enzyloxyphenyl)methyl)-2-lnfluc*c™ethyl-5^rt^^ 

9^(4^enzyloxyphenyl)methyl|-2-t^fluoromethyl-5-carbamoylcarbazol-4-yl}oxyacetlcacKJ. 

9-|(2^henylphenyt)methyl|-2-lrinuoromethyl-5-cart)anioylcart>azol-4-yl)oxyaceticacid. 

9-[(3^enylphenyl)methyl]-2-trifluorc«nethyl-5-cajte 

9-[(4-pheny^henyl)methylJ-2-tnfluoromethyl-5^art)arnoylcarbazol-4-yl}oxyaceticacid 
9-1(1 ^phthyl)methyl|-2-tnnuoromethyl-5-carbaiTioylcarbazol-4-ylloxyacetic acid. 
9-[(2-naphthyl)methyl)-2-tnriuorc^ethyl-S^rbanK>ylcart)azol-4-yl}oxyaceticacid. 
9-[(2.3^ifluorcphenyl)m8thyl]-2-tnfluoromemyl-5^arbamoylcart)azol-4-yl}oxyacetic acid. 
9-((2.4Kjifluorophenyl)methyl]-2-tnfluoroniBthyl-5-carbarrioylcarbazol-4-ylloxyacetic acid 
9-((2 5-difluorcphenyl)methyl|-2-trtflUOTCfne^ 

9-||2.6-difluorophenyl)methyl]-2-trifluoromemyl-5-carbamoy lea rbazol-4-ylJoxyacetic acid. 
9-[(3 4-dinuorophenyl)methyl]-2-trinuorcMTiethyl-5-carbamoylcart)azol-4-yl}oxyacetic acid. 
9-[(3 5-difluorophenyl)inethylJ-2-tnfluorom thyl-5-carbamoylcarbazol-4-ylloxyacetic acid. 
9-[i2.3.4-trifluorophenyl)memyl]-2*ffluoromethyl-5<^ 
9-[(2 3.5-trifluorc^enyl)m8myl]-2-trinuorc™ethyl^^^ 



41 



EP 0 952 149 A2 



9-[i2.3 6-lrifluor(vhenyl)rrwmyll-2-tiifluoromeltiyl-5^rbamoylcarba20l-4-yl|oxyac8licacicl. 
94i2.4.5-trinuorophenyl)methyl]-24rrfluoromelhyl-5^ 
9-li2A6-trifluorcpheny0methyli-2-tnftuorOT 
9-[f3.4.5-trinu<^henyl)methyl]-2-triflUOTC*nemyl-5^ 

9-[('pentanuorophenyl)rrwlhylj-2-trifluoromemyl-5HarbarTK)y1(arbazol-4-yl}oxyacelic acid: 
9-[(2.3<lichtorophBny))methyl)-2-trinuoromethyl-5Harbamcykarbazol-4-yl}oxyaeeticacid, 
9-((2 4-dichlorophenyl|methyl]-2-tnnuorc^ethyl-5Karbamoylcarba20M-yl)oxyacoticacKJ: 
9^(2.5^ichlorophenyl)memylh2-trifluorc<nGthyl-5<art^oylcarbazol-4-yl}oxyacolicacid; 
9-[(2.6-dichlorophenyl)methyl)-2-trinuoromelty^ acid; 
9-[(3,4K)ichlorc^hanylUnethyll-2-tnfluorome^^^ 

9-[(3.5KJichtorophenyl)methylJ-2-tnfluoromethyl-5^rterTK)ylcart)azoM-ylloxyaceticacid^ 
9-[l23^imethylphenyl)methy0-2-lrifluorofnothyl-5-carbamoylcarbazol-4-ylloxyacetic acid. 
9-[(2.4Klimethylphenyl)methyl]-2-trifluorcmGthyl-5Karbarnoy1carbazol-4-ylloxyaceUcaad: 
9-[(2.5-dimeIhylphenyl)methyn-2-trinuorcwethyl-5<arbamoylcaibazol-4-yl}oxyaceticactd. 
9-[(2.6^imethylph8nyl)methyll-2-trinuorc*riethyl-5-carbamoylcaftazol-4-yl|oxyaceIic acid: 
9-il3.4KJimethylphenyl)methyl]-2-trifluorc4T>ethyl-5-carbamoylcafbazol-4-ylloxyaceticaad. 
9-[(3.5-dimethylphenyl)methyl]-2-lrifluofCflie^ 

9-[i2.4.6-trtm8ihylphenyl)methyl]-2-trinuorcmethyl-5HarbamoylrarbazoM-yl}oxyaceticacid 

9-[j3.5-bis(tnfluorcmemyl)phenyl)methyn-24^^ 

9-[(2.4-bis(trinuorc™ethyl)phenyl)methyll-2-tnfluOT^ 

9-[(2-fluoro-3-trifluoromethylphenyl)methyl]-2-trif^ 

9-ll2-nuorcH4-trifluorc*nemylphenyl)memy^^ 

9.[(2-fluorc-5-trifluoromethylphenyl)methy1]-2-tnfl^^ 

9-[(2-fluorc^-trrfluoromemylphenyl)memyl]-2-t^ 

9-l(3-nuorc*5-trifluoromemytphenyl)memyl|-2-lnfluo^ 

9-((4-tluoro-2-trinuorcmethylphenyl)memylV^ 

9-{|4-fiuoro-3-irifluoromethylphenyl) methyl)-2-trifluoromethyl-5-cart3amoylcarbazol-4-yl]oxyacetic acid. 

9-[3-(2-nuorophenoxy)melhyn-2-tnnuwcmothyl-5H:arbanxjylcart)azol-4-yl}oxyace0cacid: 

9^3-<4-fluoraphenoxy)methyl]-2-lrinuorc™ethy^^ 

9-[i2-fluoro-3-methylphenyl)methylJ-2-trifluorcfnethyl-5<MrbarTK>ylcarbazol-4-y!|oxyaceticac 
94t3«hlorc*2-fluorcphenyl)methyl]-2-trifluc*o^ 
9-l(2<hloro*-nuorcphenyl)methylj-2-trffluc*^ 
9-[{44>rc^c^2-fluOTophenyl)memyl]-2-tnfluorc^^ 

9-I(2-brcxnc-5-nuorophenyl)methylJ-2-tnfluoromethyl-5Karbamoylcarbazol^yl)oxyacoticacid: 
9^l3-<tolorc^-methylphenyl)methyl}-24nfluororne^ acid; 
9-[(3<hlorc^-memoxyphenyl)m8thyl]-2-trifluorc^ 

94(4^ethoxy-3-methylphenyl)methyl|-2Mrinuorcfflethyl-5<arbamoytearbazol^ylJoxyacelicacid, 
94(4-trffluofoniethytthicvhanyl)methyl]^ 

g^n-*rcmo-2-naphthylpheny0mmhyll-2-tnfluorOT^ acid. 

9-[(2^ethyl-lHiaphthylphenyl)methyl^2-tnnuorom8thyl-5<ait^oyfearbazol-4-yl}oxyacetic acid: 

9-[(4-m8thyl-1^aphthylphenyl)methylj-2-tnnuorOT 

9-[<6-<nethyl-2^aphthylphenyl)memyli-2-Mfluorc<ra 

9-[(2K(phenylsulfaiyl)mathyl)phenyl)methyll-2-trifluo^^ 

94(l4luorenylmethyl]-2-lnfluoromBthyl-5-carbamoylcaibazol-4-yl}oxyaceticacid. 

9-1(1 4ettazolylmethyll-2-trifluoromethyl-5Hart)anr»ylcarl)a2ol-4-y11oxyacetic acid. 

9-[(5-methy1-1-tetrazolylmethyl]-2-tnfluorcwelhyl-5<a 

9-[(5-benzyl-l-<etrazcWmethyl]-24nfluwc^^ 

94(phenyl)malhyll-2-phonyl-5-car»5anTOylcartjazc4-4-yl)oxyaceticacid: 

9-[(2i3henc«yphenyl)rriethy0-2-p^enyl-5-cartjamoy1cart)azol-4-yl)oxyacetic acid. 

9-[(3i3henoxyphenyl)methyl]-2i*enyl-5-carbanK>^ 

9-[(4-phenoxyphenyl)rnethyl]-2-ph8nyl-5-caitoarncvlcarbazol-4-y)loxyaceticacid. 
9-[(2-fluc<c^henyl)melhyll-2-phenyl-5-cart)amcylcarbazoM-yl}oxyacel acid: 
94(3-fluorc^henyl)melhyn-2^efiyl-5-carbamcyl<^azol-4-yl}oxyac8ticacid. 
9-{(4-fluoroph8nyiynemyl]-2-phenyl-5-carbamc^^ 

9-((2<hlorc^henyl)methyll-2i)henyl-5<arbamoylcart)azol-4-yl|oxyacetic acid: 
9-|l3-chl rophenyl)methylJ-2-phenyl-5-carbamoylcarbazol-4-yt| xyacetic acid: 
9-[(4-chl rcphenyl)methyJ]-2-phenyh5-cart)anwyfcart>azol-4-yl)oxyaceuc acid. 
94(2-torc^c^h8nynmethyll-2-phenyl-5-cartanrxjylcart)azoM-yl}c«yacetic acid: 
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9-|(3-bromophBnyl)methyl|-2-ph nyl-5-carbamoylcarbazoM-yl)oxyacetic acid. 

9-|(4-bromophenyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(2-icdophenyl)methylJ-2-phenyl-5-carbamoylcarbazol-4-yl)oxyaceticacd: 

9-[(3-iodophenyl)methylJ-2-phenyl-5-carbamoylcarbazol-4-yl}oxyaceticacid; 

9-{(4-iodophenyl)methyl)-2-phenyl-5-carbamoylcarbazol-4-yl|o)cyacetic acid. 

9-[(2-acetamidophenyl)mGthyl]-2-phonyl-5-carbamoylcarba20l-4-yl}oxyacetic acid 

9-[f3-acetamidophenyi)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacoticacid 

9-((4-acetamidophonyi)mathyl]-2-phenyl-5-carbarnoylcarbazol-4-ylJoxyacotic acid. 

9-[(2-carbamoylphenyl)methyl]-2-ptienyl-5-cafbamoybarbazol-4-yl}oxyacetc acid 

9-|(3Harbamcvlphenyl)rnethyl]-2-phenyl-5-cart)amoylcarba20l-4-yl)oxyacetcacid 

9-|(4<arbamcylphenyl)melhyl]-2-phenyl-5<afbamoylcarbazol-4-yl}oxyaceticacid. 

9-[i2^ethylsulf<xiylphenyl)itiethyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyaceticacid 

9-{f3-melhylsullonylphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl|oxyaceticacid. 

9-[(4-nnethylsullofiylphenyl)ftiethyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-|i2-niethylphenyl)melhyl|-2-phenyl-5-carbamoylcarbazol-4-yl|oxyacetic acid. 

9-[(3-methylphenyl)meihyl)-2-phenyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 

9-[(4-methylphenyl)methylj-2-phenyl-5-carbamoy1carbazol-4-yljoxyacetic acid. 

9-|l2-ethylphenyl)methyl]-2-phenyl-5-carbamoylcart)azol-4-yl}oxyacelic acid 

9-[(3-ethylphenyl)methylj-2-phenyl-5-carbamoylcartjazol-4-yl|oxyaceticacid 

9-[(4-ethylp4ienyl)n^thyl]-2-phenyl-5-carbamoylcart)azol-4-yl|oxyaceticacid 

9-[(2-trrfIuorcfnemylphenyl)methyl]-2-phenyl-5-cart)annoylcarbazol-4-yl)oxyacelicacid. 

9-|(3-tnfluoromelhylphenyl)methylj-2-phenyl-5-carbamoylcarbazol-4-yl)oxyac8licacid. 

9-I(4-tnfluoromethylphenyl)methy l)-2-phenyl-5-caibamoy lea rt>azol-4-ylloxyac8tic acid. 

9-[ (cyclopropyl)methyl]-2-phenyl-5-carbamoy lcarbazol-4-ylJoxyacetic acid- 

9-| fcyclobulyl)melhy IJ-2-phenyl-5<arbamoylcarbazol-4-yl)oxyacetic acid' 

9-[icyclopentyl)methyl|-2-ph8nyl-5-carbamoylcarbazol-4-yl|oxyaceticacid. 

9-[(cydonexyl)meihyl|-2-phenyl-5-carbarTKjylcarbazol-4-yl}oxyacetic acid 

9-|(2-methoxyphenyl)methyl]-2-phenyl-5KarbarrKylcart)azol-4-yl}oxyaceticacid- 

9-[(3-melhoxyphenyl)methylJ-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacelicacid 

9-|(4-methoxyphenyl)fnethyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 

9-[(2-ethoxyphenyl)mothyl|-2-phenyl-5-carbamoylcarbazol-4-yljQxyacelcacid: 

9-[i3^lhoxyphenyl)melhyl|-2-phenyl-5H»rbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(4-elhoxyphenyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-ylJoxyacetcacid 

9-[(2-trifluorofinothoxyphonyl)mothyl]-2-ph8nyl-5Ha^iTOyl(»rb^ol-4-ylJoxyaceticacid. 

9-[(3-<rifluoromemc»cyph8nyl)methyl]-2-phenyl^-<»^ acid 

94(4-tnfluowriethoxyph8ny1)methyl]-2-pheny^^ 

9-[i2<Jifluoromethco<yphenyl)me%l|-2-phenyl-5^rbai7K^lcarbazol-4-yl}oxyacoticacid 

9-[f3<lifluofCfTiethoxyph8nyl)memyl|-2-phenyl-5-cartoamcylcarbazol-4-yl}oxyacetic acid 

9-[('4<jifluorcfiiothoxyphenyl)mathyl|-2-phenyl-5-CTrbamoylcarbazol-4-yl}oxyacetic acid- 

9-|(2<vanophenyl)melhyl]-2-phenyk5KarbamoyfcarbazoM-yl}oxyaceticacid 

9-[{3-cyanopheny))meihyl)-2-phenyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid 

9-((4-<^ophenyl)m8lhyl|-2-phBnyl-5-caft>amoylcarbazol-4-yl}oxyaceticacid. 

9-|(2-pyridyl)methyll-2-phenyl-5-carbamoylcarbazol-4-yl|oxyacoticacid. 

9-|(3-pyndyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl|oxyaceticacid. 

9-|(4-pyri<Jyl)m©thyl)-2-phenyl-5-cafban»ylcafbazol-4-ylioxyaceticacid: 

9-|(2-furyl)melhyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(3-(uryl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyaceticacid. 

9-[f24hienyl)m8thylJ-2-phenyl-5-cart)amoylcart}azol-4-yl}oxyacelicacid: 

9-|(34hienyl)methyl]-2'phenyl-5-caibamoylcaibazol-4-yl)oxyacaticacid. 

9-[(2-benzylphenyl)methyl]-2^eryl-5-cartiarTOylcarbazoJ-4-yl}oxyaceticaad: 

9-li3-benzylphenyl)memyl]-2-phenyl-5-carbafTK)ylcarbazoM-yl)oxyaceticacid. 

9-[(4-b«nzylphenyl)methyl]-2-phenyl-5-cart>amoylcarbazol-4-yl}oxyacetic aod: 

9-((2*enzoylphenyl)memylJ-2-phenyl-5<arbanTcylcarbazol-4-yl)oxyacetic acid: 

9-|(3-benzoylphenyi)methylJ-2-phenyl-5Harbamoylcart)azol-4-ylJoxyaceticacid: 

9-|(4-benzoylpheny))methyli-2-phenyl-5Hart)amoylcart)azol-4-ylJoxyac tic acid. 

9-|(2-benzyk>xyphenyl)niethyl)-2-ph nyl-5-cafbamoylcarbazol-4-ylJoxyac tic acid, 

9-[i3-benzytoxyphenyl)memylj-2-phenyl-5K»rt^^ 

9-[(4-benzyloxyphenyl)memyl|-2-phenyl-5^rt>amoylrarbazoJ-4-yl)oxyaceticacid. 
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9-|i2-phenylphenyl)melhyl]-2-ph nyl-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(3-phenylphBnyl)melhyll-2-ph nyl-5-carbamoytearbazol-4-yl}oxyacetic acid. 

9-[(4-phenylphenyl)melhylJ-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: 

9-[{1 -naphlhyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetc acid. 

9-[|2-fiaphthyl)methyl]-2-phenyl-S-carbamoylcarbazol-4-ylJoxyaceticacid: 

9-[l2.3<Jifluorophenyl)methyl]-2^henyl-5-carbarTioy!cart)azol-4-ylloxyaceticacid. 

9-[i2,4<Jifluorophenyl)mathyl]-2-phenyl-5-cart)anfioylcart)a70l-4-yl)oxyaceticacid. 

9-[(2.5-dinuorophenyl)m8lhyl]-2-phenyl-S-carbamoylcarba2ol-4-yl)oxyacelicacid: 

9-[(2,6<iifluofDphenyt)methyl]-2-phenyl-5-cart)anioylcarbazol-4-yl)oxyaceticacid: 

9-[(3,4^ifluorophenyl)melhyl]-2-phenyl-5-carbamoylcarba2ol-4-yl}oxyaceticacid: 

9-[i3.5<Jinuofophenyl)methylj-2^heny|.5-carbamoylcart3azol-4-y||oxyacetic acid: 

9-[(2.3.44rifluorc^henyl)methyl]-2i3hanyl-5-cart5amoylcarbazol-4-yl)oxyaceticacid: 

9-l(2.3.5-trifluoroph6nyl)mGthyl]-2-phenyl-5HMfte^ 

9^l2.3.6-trinuorophenyl)methyl]-2i>henyl-5-carbarnoylcart)azol-4-yl|oxyaceticacid. 

9-|(2,4 5-trifluorophenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl|oxyacetic acid: 

9-((2.4 6-trifluorophenyl)methylJ-2-phonyl-5-carbamoylcart3azoM-yl)oxyaceticacid: 

9-Ji3.4.5-trinuorophBnyl)me%l]-2i3henyl-5-carbamoylcarbazol-4-yl}oxyaceticacid; 

9-[ipentanuorophenyl)methyl]-2-phenyl-5<arbamoylcart3azol-4-yljoxyacetic acid: 

9-|i2.3Hdichlorc<3henyl)methyl}-2-phenyl-5<arbamoylcarbazok4-ylJoxyaceticacid: 

9-[i2 4-di(*lorophenyl)mBthyl}-2-phenyl-S-carbafT)oylcarbazol-4-yl)oxyacetic acid: 

9-[(2.5-dichlorophenyl)melhyl]-2-phenyl-S<arbanwylcarbazol-4-ylJoxyaceticacid: 

9-[(2,6KJichlorophenyl)memyl}-2-phenyl-5-cart3at7Kvlcarbazol-4-yl|oxyacelicacid. 

9-Ji3.4-dichtofophenyl)melhylJ-2-phenyl-5Karbanicylcarbazol-4-yl|oxyacoticacri 

9-[(3.5-dichlOTOphonyl|methyl}-2-phenyl-5HarbanKjylcarbazol-4-ylJoxyacoticacid: 

9-l(2.3<Jimelhylphenyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[('2.4-dimelhylphenyl)methyq-2-phenyl-5-cart>amoylcarbazol-4-yl}oxyacetic acid. 

9-[(2 5<limethylphenyi)mGihyl]-2-ph8nyl-5<»rbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(2,6-dimelhylphenyl)methyl]-2-phenyl-5-carbarTioylcarbazo(-4-yl|oxyacelic acid, 

9-[(3.4-dirnemylp^enyl)melhyq-2-ph8nyl-S-<»rbamoylcafbazol-4-yl)oxyaceIicacid 

9-|i3.5<Jimelhylphenyl)methyl]-2-phenyl-5<arbamoylcarbazol-4-yl)oxyace1icacid 

9-[(2,4,6-trimothylph8nyl)methyll-2-phenyl-5<artjamcytearbazol-4-ylJoxyacotcacid. 

94f3.5-bi 8 (tnfluoromemyl)phenyl)methyl]-2-pheny«-<Mr^^ 

9-((2.4-bis(trifluoromethyl)phenyl)methyll-2i>he^ 

9-[(2-nuoro-3-trifluoromethylphenyl)mothyl]-2-phenyl-5-carbamoylcarbazol-4-ylJoxyacBticacid, 
9-[(2-nuoro-4-trifluoromBthylphBnyl)ms%l]-2-phBnyl-5-cartoanToylcarba^oM-ylJoxyac8ticacid: 
9-[(2fluoro-5-tfinuorom8thylphGnyl)mBthylJ -2-phenyl-5-carbamoylcarbazol-4-yl)oxyac8tic acid: 
9-[<2-fluoro-6-trifluoromethy!phenyl)methyn 
9-I(3-fluc<CH5-tnfluorom8thylphenyl)methylJ-2-phe^ 

9-|l4-nuc*o-2-trifluorc«iethylphenyl)metoylh2-phen^^^ acid 
9^i4-nuorc-3-tnfluorcmethylphenyl)methyl]-2^ acK j : 
9-{3-(2-fluofcphenoxy)m8thyl)-2-phenyl-5-caibamoykarbazo(-4-yl}oxyaceticacid: 
9-[3-(4-fluoroph6rKJxy)m8thyl]-2-phenyt-5-<arta^ 

9-f(2-tluoro-3-methylphenyl)melhyl|-2-phenyl-5<arbamoylcart)azol-4-yl}oxyaceticacid. 
9H(3<hloro-2-nuorcflh8nyl)melhy)]-2-ph8nyl-5^rbamoylcarbazol-4-yl)oxyac8tc acid. 
9^(2<hlofo-6-nuorcflhenyl)m8thyl]-2-phenyl-5Karbamoylcarbazol-4-yl|oxyacBtcacid. 
9-li4*ron^2-nuorcphenyl)methyl]-2-phenyl-5-carb^ 
9-[l2*rc*nc*5-fluorcph8nyl)metoyl]-2-ph8nyl-^ 

9-[l3-chlorc^-m8thylphenyl)methyl]-2-ph8nyh5Karbanioylcarbazol-4-yl}oxyac©ticacid: 
9-[(3-chloro-4-methc*yph8nyl)methyl]-2i3h8nyl-5-carD^ acid. 
9-[(4^smco(y-3-m8mylphenyl)nTOthyl]-2-phenyl-5<aitamoylcarba2ol-4-yl}oxy 
9-{(4-tnfluorom8myimioph8nyl)mathyl]-2-phenyl-5<^^ acid. 
9-1(1 -brorrtt-2-naph%lph8nyl)methyl]-2-ph8nyl-5-cato acid. 
9-{(2-mattiyl-1 -naphmylphenyl)memyl]-2-phenyl-5-<art)anfw^rt>azol-4-yl}axyacetic acid: 
9-[(4-methyl-1 -naphthylphenyl)m8thylj-2-ph8nyl-5-carbarTK)ylcarbazoM-yl}oxyacetic acid. 
94l6-m8thyl-2-naphthylphenyl)methyl]-2-ph6nyl-5^ 
94(2-((phenylsultcny1)memyl)phanyl)methylJ-2-phenyW<ar^^ 
9-1(1 -nuor6nylm8thyl]-2-phenyl-5-carbamoylcarbazol-4-yl} xyacetc acid; 
94(Heirazolylmelhyl]-2-ph8nyl-5-cart>amoylcarbaz l-4-yl}oxyac8tic acid. 
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9-|(5-aielhyl-l-tetra2olylmelhyl]-2-phenyl-5-carbamoylcarba2ol-4-yl}oxyaceticacid. 
9-|i5*enzyl-1-lelrazolylmethyll-2-phenyl-5^rbanioylcarbazol-4-yl}oxyaceticacid. 
9-|(phenyl)melhyl|-2-(4<hlcwoph8nyl)-5<arbamoylcarba2ol-4-yl)oxyaceticacid: 
9-[i2i)henc>xyphenyl)methyl|-2-(4-chlorophenyl)-5-carbamoylcartjazol-4-yl}oxyaceticacid. 
s 9-['3-phenoxyphenyl)melhyll-2-(4-chlorophenyl)-5<arbamoyk»rtiazol-4-yl}o)tyaceticacid. 
9-|(4^herx>xyphonyl)m8thyl]-2-(4-chlorophanyl)-5-carbamoylcart)azol-4-yl}oxyaceticacid. 
9-[(2-nuorophenyl)memyn-2-(4-chlorophanyl)-5-cafbamoylcarbazoM-yl}oxyacelicacid 
9-[(3-nuorophenyl)melhyl]-2-(4<hkxophenyl)-5Harbamoylcarbazol-4-yl}oxyacetic acid 
9-[M4luorcflhenyl)melhylI-2-(4^hl«Cflhenyl)-S-carbamoylcafba2ol-4-yl}oxyace!ic acid. 
io 9-Il'2^hlorcf3henyl)memylj-2M4K:hlorcphenyl)-5<arbamoylcarbazoM-ylJoxyaceticacri 
9-[/3<hlorc|)henyl)rnethyl]-2-(4K:hlorophenyl)-5^rbamoylcarbazol-4-yl)oxyaceticacid 
9-[(4<hlorcphenyOmethyl]-2-(4^lorophanyl)-S<arbamoylcarbazol-4-yl}oxyaceticacid 
9-[J2*rc»Tiophenyl)methyll-2-(4^hlorophenyl)-5^rbamoy1carbazol-4-yl}oxyaceticacid. 
9-[(3*rcfricphenyl)rTiethyl]-2-(4<hlofCflhenyl)-5-carbamc7lcarba2ol-4-yl}oxyaceticacid 
9-|i4-broTicphenyl)melhyl]-2-<4<;hlorcphenyl)-5<arbarnoylcarba2ol-4-ylioxyaceticacid 
9-{f2-iodophenyl)methyl]-2-(4K*lorcflhenyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid: 
9^i3Mcxtophenyl)memyl]-2-(4<;hlorophenyl)-5<arbamoylcarbazol-4-yl|oxyaceticacid. 
9-[f4nc<Jophenyl)momy1|-2M4xhlorophenyl)-5-<arbanx>ylcarbazol-4-yl)oxyacG tic acid: 
9-[(2^cetamidoph8nyl)methylI-2-(4<hlorophenyl)-5^rbanrKjylcarbazoM7l}oxyaceticacid 
*> 9-l<3-acetamictephenyl)methyl|.2-(4<hbrc^ 
94(4-acetamKtophenyl)methyll-2-(4<hbrcph^ 
94<2<:arcamcylphenyl)rn8thyl]-2-(4<:hbrcphen^^^ 
9-[(3<arbamcylphenyl)methylj-2-(4<hforc9h^ 

9-[<4<artjaiTX>ylphenyl)fnethyll-2-(4^htorc9henyO^^ acid 
« 9 4'2^8mylsuffonylphenyl)methyl|-2-(4^hlorcphenyl)-5<arbamoylcarbazol-4.y|}oxyaceIicacid: 
9^(3^ethylsurtonylphenyl)methylJ-2-(4<hlorcphenyl)-5KarbamoykarbazoM-ylJoxyacetc acid: 
9^(4^emylsultonylphenyl)methylJ-2-(4<htorqJhenyl)-5^arbamc>lcarbazol-4-yl)oxyaceticacld. 
9-[(2Hnethylphenyl)methylJ-2-(4<htorophenyl)-5^rbartx)ylcatt)azol-4-yl)oxyaceticacid 
9-{(3^elhylph8nyl)memylJ-2-(4^htorophenyl)-5^arbamc^lcarbazoM-yl|oxyaceticactd. 
30 94(4^ethylphenyl)methyl]-2-(4<htorci)henyl)-5^arban^lcarbazoW-yl}oxyacelte acid 

9-[(2-ethylphenyl)methyl]-2-(4^hlorcfihenyl)-5«ato 

9-[i'3^thylphenyl)nTOthyl]-2-(4^hlorophenyl)-5^rt)amoylcarbazoM-yl}oxyacetcacid: 
9-[(4-othylphenyl)methylJ-2-(4<hlorophenyO-5Karbainoylcarbazol-4-ylJo)cyacetic acid. 
9|(2-lrifluorwriemylphenyl)nrethyl]-2-(4^ 
35 9 -((3-lnnuorc™emylphenyl)methyl]-2-<4<hlorophenyl)-^ 
9-[(4^rffluc*c™ethylphenyl)methyl]-2-(4<hto^ 

94(cyclcflrc9yl)methyl]-2-(4<:hlorophGnyl)-5<artemoylcarbazol-4-yl}oxyaceticacid. 
9-|(cv^c*utyl)methylh2-(4<hkxophenyl)-5^rbarrx^lcafbazo»-4-yl}oxyacetic acid. 
9-[fcydcpentyl)methyl|-2-(4^lofCf*enyD-5^r^^ 

40 9-(fcyclc^exyl)memyll-2-(4<htorophenyl)-5<arbanfwykarbazol-4-yl)oxyacGtic acid. 

9-I(2^othoxyphenyl)methyl)-2-(4K:hlorophenyl)-5<arbamoylcarbazol-4-ylJoxyacetic acid. 
9-t(3^emoxyphenyl)melhyl]-2-(4<hlorophenyl)-5Kart)arTK)ylcarbazoM-yl)oxyaceticacid. 
9-[i4^ethoxyphenyl)methyl|-2-(4^lorcf)henyl)-5^rbarixjyicarbazoM-yl)oxyacetic acid. 
9-[!2Hahoxyphenyl)mGmyl]-2-(4^lwcphe^ acid. 

9-[(3^moxyphenyl)methyl]-2-(4^lorcphenyl)-5^rbanfwylcart)azol-^yl}oxyaceticacid. 
9-{M<tho)(yphenyt)methyl]-2-(4K:htorcphenyl)-5^ 
9-[i2-tnfluor«rethoxyphenyl)mettyl]-2-(4^htor^ 
9-Il34nfluoranemoxypheny1)methyl]-2^4<hlor^ 
9-[(4-trifluorcmemoxyphenyl)methyll-2-(4K*brc^ 
9-[(2<*fli»rc™ethoxyphenyl)me%l|-2-f4H^ 
9-[<3^ifluorOTelhoxyphenyl)memylh2-(4<hlo^ 
9^4«iifluorc™elhoxyphenyl)methylh2-(4<hlo^^ 
9-[l2^an<^enyl>methyl]-2-(4<hlc^henyl)-5^rbafTO^ 
9-(i3<^anophenyl)methyl]-2-(4^lcfophenyl)-5^rbamoylcarba20l-4^l}oxyac 
9-[i4^anc^enyl)methyl]-2-(4^lorophenyl)-5<ar acid, 
9-l(2i>yncyi)methyl|-2-(4<htorophenyl)-5H»rt>anTO^ acid: 
9-[i3^yndyl)memyl|-2-(4<hlorophenyO-5^rtjaTO3yl<»rbazc<^yl}oxyacelK acid: 
9-l(4WncVOrothyl]-2-(4<hkDrophenyO-^ acid: 
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9-[i2-furyl)melhyl]-2-(4-chlorc3phenyl)-5-carbamoylcarbazol-4-ylJoxyaceiicacKl. 

9-[l'3-fury1)methyl]-2-(4^hlor(^henyl)-5<arbarrKjylcarba2ol-4-yl|oxyac8ticacid. 

9^i2-lhienyl)m8thyl)-2-(4-chlorophenyl)-5-carbamoylcarbazol-4-yl}oxyaceIicacid 

9-l(3-thienyl)methylJ-2-(4-chlorophenyl)-S-carbamoylcarbazol-4-yl|oxyacetic acid. 

9^(2-ben2ylphenyl)methyl|-2-(4-chlorophenyl)-5-cart)amoylcalt)azol-4-yl|oxyacetlcacld: 

9-[(34>enzylphenyl)memyll-2-(4K;hlorophenyl)-5-carbamoylcarbazol-4-ylloxyaceticactd 

9-[(4*on2ylphenyl)methyl|-2-(4-chtorophonyl)-5-cartjamoylcarbazo!-4-yl)oxyaceticacid 

9-[(2*en2oylphenyl)momyl]-2-(4^hlorophenyl)-S-carbarnoylcart)a20l-4-yl)oxyaceticacid- 

9-[(3*onzoylphenyl)momylJ-2-(4K:hlorophenyl)-5-Mrt>amoylcarbazol-4-yl)oxyaceticacid: 

9-[(4-ben zoylphenyl)methyll-2-(4-chlorophenyl)-5-carbamoy lea rbazol-4-y|)oxyacelic acid. 

9-[(2*enzyloxyphanyl)methyl|-2-(4H^lorc^henyl)-5-carbamoylcarbazol-4-yl|oxyacelicacid: 

9-[(3*enzyloxyphenyl)methyl|-2-(4<hlorophenyn-5K»rbamcylcart>azol-4-yl}oxyaceticacid- 

9-[(4-bonzyloxyphenyOmethyl|-2-(4-chlorophenyn-5-cafbamoylcarbazol-4-yl|o)(yaceticacid. 

9-[(2^henylph8nyl)niothy)]-2-(4<hlorophenyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid: 

9-[(3^henylphenyl)methyl|-2-(4<:hlorophenyl)-5-caitarnoylcarbazol-4-yl|oxyaceticacid. 

9-[(4^henylphenyl)methyl|-2-(4-chlorophenyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid. 

94(lHiaphthyl)melhyll-2-(4^hlorcphenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9K(2^phmyl)melhylj-2-(4^hlc<c9henyl)-5^rbamoylcarbazol-4-yl)oxyacelicacid. 

9-[(2,3^iflu<rophenyl)methyl|-2-(4<hlorophenyl)-5K:ato 

9-[(2,4^iflucrophenyl)nrethyl|-2-(4<hloropheny^ 

9-[(2.5^inuorophenyl)melhyl]-2-(4<hlorophenyl)-5^rbanioyl(»rtjazol-4-yl}oxyacetic acid: 
9-[(2,6<lifluorophenyl)methyl|-2-(4K:hlorophenyl)-5<arbamcylcarbazoW-yl)oxyacetic acid: 
9-[l3.4^inuorophenyl)nrethyl|-2-(4^hlwci)henyl)-5-carbamcylcarbazc4-4-yl)oxyacetic acid: 
9-[(3.5<Jifluorophenyl)nTOthylj-2-(4-chlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacatic acid 
9^(2,3.4-trifluorophenyl)methyl]-2-(4H:hlorcphenyl)-5K»rbanraylcarbazol-4-yl}oxyacelicacid: 
9-[(2.3.5-trffluorc£henyl)methyl]-2-(4^hlor^ 

9^(2,3,6-trrfluorophenyl)methylJ-2-(4-chloraphenyl)-5Harbamoylcarbazol-4-yl)oxyaceticacid: 
9 4l2.4,5-trifluorophenyOm6thylJ-2-(4-chtorcf>henyl)-5-cartoanrK)ylcarbazol-4-yl}oxyaceticacid: 
9-[(2.4,6-lrinuoiophenyl)melhyll-2-(4^loiophenyl)-5-carbarTK3ylcarbazol-4-yl}oxyacBticacid: 
9 4(3.4>trifluorophenyl)methyl|-2-(4<frilorcphen^^^ 

9^('pentanuorophenyl)methylJ-2-(4<hlorophenyl)-5-carbani^lcafbazol-4-yl)oxyac8ticacid: 
9^(2.3^ichlorophenyl)mothyn-2-(4<hterophenyl)-5-caibanioylcarbazol-4-yl)oxyacetic acid: 
9-[(2,4-dichlorcflhenyl)iT>ethyl]-2-(4^torophenyl)-5-<»rt)amoylcarbazol-4-yl}oxyaceticacid: 
9-[(2,5-dichlorophenyl)mothylh2-(4<htorophenyl)-5-caibamoylcarbazol-4-yl)oxyaceticacid: 
9^(2,6-dichterophenyl)memyll-2-(4<:hlorevhenyl)-5^arbamoylcarbazol-4-yl}oxyaceticacid: 
9-[(3.4-dichlorophenyl)m8thyl]-2-(4-ch lorophenyl)-5-carbamoy lea rbazoM-ylJoxyacetic acid: 
9-[(3.5Klic^lorophenyl)fiiethyll-2-(4^lorc^henyl)-5<arbamc7lcarbazol-4-ylloxyaceticacid: 
9-{(2 3^imethylphanyl)methyn-2^4^hlorophenyl)-5<arbarncylcarbazol.4-yl)oxyacGticacid 
9-[(2.4^imelhylphenyl)methyl]-2-(4K:hlorophenyl)-5^rbarnoylcarbazol-4-yl)oxyacetic acid 
9^2.5^ime1hylphenyl)melhyO-2-(4^htorc£henyl)-5-^ 

94(2,6Kjimelhylph8nyl)methyl]-2-(4<hlorophenyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid, 
9^(3,4KJimethy|ph8nyl)methyl|-2-(4<htorcflhenyl)-5-carbaiTK)ylcarbazol-4-yl|oxyaceH^ 
9^(3,5^imelhylphenyl)m8thylI-2H'4<hlorci3henyl)-5^rbamoylcarbazol-4yl}oxyaceticacid 
9-|i2.4.64rime!hylphenyl)methyl)-2-(4^torophenyO 

9-[|3.5-bis(trifluorOTemyl)phenyl)rnethyl|-2-(4^hlor^ acid: 

9-[(2.4-bis(tnfluoromethyl)phenyl)methylj-2-(4^ acid. 

9-[(2-nuorc-3-trifluorOTethylphenyl)methy^ 

94l2^uorc-4-ttffluorc<nethylphenyl)memyl]-2-(4<hto^^ 

9^(241uorc-5-trifluwc<nemylphenyl)melhyl]^^ 

94(24luoro-6-trifluofcm8foylphenyl)methyl]-2-(4<^ 

9-[(3-nuofc~5-trifluoromethy!ph8nyl)memylj-2-(4^b^^ 

94(4^uorc-2-trifluoromethylphenyl)methyl)-2-(4^ 

9-|(4-fiuorc-3-trifluoromethylphenyl)memyip2-(4^k^^ 

943-(2-nuOTophenoxy)methyl)-2-(4^lcvophenyl)-5HM*^ 

9-[3-(4-nuorophenoxy)nwthyl]-2-(4H:hlc*oph^^^ acid: 
94(24!uorc-3-methybhenyl)n«thyll-2-{4-<M«ophenyl)^ xyacetic acid: 

9-l(3^loro-2-fluofcphenyl)methyl)-2-(4<hbr^ 

9-[(2^lorc^-nuorcphenyl)memylJ-2-(4n:hlorcphenyl)-5^fbanioylcarbaz M-ylJoxyacetlc acid: 
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9-|(4*ron^2-nuorophenyl)melhyl]-2-(4<hlorophenyl)-5K»ibamoylcart)azol-4-yl)oxyaceUc acid: 
9-|i24)romcH5-flu(xophenyl)m8myl]-2-(4<hloraphenyl)-5-cart)amoylcarba20l-4-ylloxyacelicacid. 
9Hl3-chloro-4-methylphenyl)methyl).2-(4-chtoroph^^ 
9-[l3<:hlwo-4-methoxyphenyl)methyl]-2-(4-chlor^ 

9-|(4-momoxy-3-methylphenyl)memylJ-2-(4<htorophenyl)-5<arbamoylcarbazol-4-yl|oxyaceticacid: 
94«4-influorOTelhylthiophenyl)iriethyl|-2-(4<hlor^^ 

9-| 1 1 -br omo-2-naphthylpheny l)m8thyl]-2-(4-chloropheny l)-S-carbamoy tearbazol-4-y IJoxyacetic acid: 
9-|i2-melhyt-1-naphmylphenyl)methylJ-2-(4<htorcphenyl)-5^aibamoylcarba2ol-4-yl}oxyacoticacid. 
9-[(4-memyl-l-naphthylphenyl)methyl|-2-(4-chlorophenyl)-5-carbanioyfcarba2ol-4-yl}oxyaceticacid 
9-[(6-methyt-2-naphthylphenyl)methyl|-2-(4-chlc<opte^ acid. 
9-[(2-((phenylsulfcxiyl)methyl)phenyl)methy11-2^ 

9-[i1-fluorenylmethyl|-2-<4-chlorophenyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid. 
9-[( 1 -tetrazolylmemyll-2-(4-chlorophenyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid, 
9-|i'5-melhyl-1-totrazolylmethyl]-2-(4-chlorophenyl)-5-carbamoylcarba20l-4-ylJoxyacetic acid. 
9-[i5-benzyl-l-tetra2olylmethyl]-2H4<hlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
94iphenyl)methyl]-2-(2,4<lichlorophenyl)-5^rbarnoylcarbazol-4-yl)oxyacetic acid. 
9-[(2i>henoxyphenyl)methyl]-2-(2.4-dichlorophenyl)-5<arbamoy1carba20l-4-yl}oxyaceticacid: 
9-((3^henoxyphenyl)methyl]-2-(2.4-dichlorophenyl)-5-^ 
94(4i>henoxyphenyl)methyl]-2-(2.4-dichlOTophenyl^ 

94(2-nuorophenyl)methylJ-2-(2 4^ichlorc<>henyl)-5Karbamcylcarb^ol-4-yl)oxyacetic acid: 

9-[('3-nuorophenyl)methyl]-2-{2.4^ichlc<cp^^ 

9-[t4-fluorcphenyl)memyl]-2-(2,4-dichlor^ 

9-|i2^hlorc|Jhenyl)melhyll-2-(2.4-dichlorophenyl)-5-cafbamoylcarbazol-4-yl}oxyaceticacid: 

9-|(3<hlorcphenyl)methyl|-2-(2.4Kjichlorc3^enyl)-S-carbamoytearbazol-4-ylJoxyaceticacid. 

9-|i4<hlorophenyl)meIhyl|-2-(2.4Hdichlorc^enyl)-5-caibamoylcarbazol-4-yl}oxyaceticacid. 

9-((2*romophenyl)melhyl]-2-(2.4Klichlorophenyn-5^fbamoylcart>azol-4-yl}oxyaceticacid 

9-|<34)rc*rK)phenyl)methyl]-2-i2.4-dichtorc^eny^^ 

9-Ii4-br«TK>phenyl)methyl)-2-|2.4-dichlorophe^ 

9-|i2-ioctophenyl)memyl]-2-(2.4<lichlorophenyl)-S-carbamoylcarbazo<-4-yl}oxyacetic acid 
9-[(3Hodophenyl)methyl]-2-(2,4<ichloroph^^ 
9-I(4-ic<iophenyl)methyl]-2-(2.4-dtchlofophe^ 
9-[f2-acetamicbphenyl)methyl|-2-(2,4-dehlorophe^ 

9-[(3-acetamictephenyl)methyl]-2-(2.4^ichlorophenyl)-5-carbamoylcarbazol-4-yl}oxya 
9-[i4-acetamidophenyl)methyll-2-(2.4<lichloropheny^^ 

9-[(2-<arbamoylphonyl)methyl|-2-(2.4-dichlorcphenyl)-5<arbamcylcarbazoh4-yl|oxyacetic acid. 
9-U3<art>amoylphenyl)methyl]-2-(2.4-dichlorophe^ 

9-[(4-carbamoylphenyl)methyll-2-(2.4«iichlon^ acd. 
9-[i2-meihylsullonylphenyl)m8thyl]-2-(2 4-dichlofophenyl)-5-carbamoylcarbazol-4.y|}c5xyacetic acid: 
9-(i'3-meihylsulfonylphenyl)methyl}-2-<2.4Kj^lorc^ acid. 
9^<4-melhylsulfcflylphenyl)rT»thyl]-2-(24<i^^ 

9^i'2^ethylphenyl)momyl]-2-(2.4KJichlorophenyl)-5-carbarnoylcartjazol-4-yl}oxyacetic acid. 

9-[f3-methylpheny1)memyl|-2-{2.4Kjichlorcflhenyl)-5<arbanToylcart)azol-4-yl}oxyacetic acid 

9^(4-methylphenyl)meIhyl|-2-(2.4Klichlorc^enyl)-5<arbanTOylcarbazol-4-yl}oxyaceticacid 

9-{(2^thylphenyl)mothyll-2-(2.4-<^lorophenyl)-5^fbarTioylcarbazol-4-yl}oxyaceticacid: 

94(3-ethylphenyl)methyl]-2-(2.4-dchtorophenyl)-5-«^ 

9i(4^thylphenyl)memyl]-2-(2.4-dchlorophenyl)-5-c^^ 

9-[l2^nfluorofnethylphsnyl)methyQ-2-(^ 

9-|(3-l nfluoroniethylpheny1)memyl]-2-(2,4KJi(*lw^ 

9-[(4^rifluoromathylphenyl)msthyl]-2-{2.4-dichkxx)phenyl)-5-carbamo^ 

9-(<cycloprc^yl)memyl^2-(2,4-dichtorophenyl)-5-carbamoylcart)azol^ 

9-|{cyclobutyf)methyl|-2-(2,4-dtchtoropheny^ 

9-|(cyclc?entyl)methyl]-2-(2.4-dichlorophen^^ 

9-|(cyclohexyl)methyl]-2-(2.4-dichlorcphenyl)-5-cart^ 

9-[f2-methoxyphenyl)methyl)-2-(2.4-dx*lorcf>henyl)^^ 

9-|(3-methoxyphenyl)methyl]-2-(2.4-dichJorcf>her^ 

9-|l4-meihoxyphenyl)methyl]-2-(2.4-dichlorophenyl)-5-cart5am ylcarbaz l-4-yl}oxyacetic acid. 
9-|(2-ethoxyphenyl)methyl]-2-(2,4-<JichlorophenyO-5-carbamoylcart>az l-4-yl|oxyacetic acid. 
9-[(3-athoxyphenyl)metfiyl]-2-(2.4-<Bchlorcflhen^^ 
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9^i4^thoxyphenylKnethyl]-2-(2.4<lichlorophenyO-5^rbamoylcarbazol-4-yl)oxyac0ticacid. 
9-[i24iffluoromethoxyphenyl)methyl)-2M2.4<lich^ 

9-[f34nfluoromethoxyphenyl)memyn-2-(2,4Klichlorophenyl)-5^bamoylcattazol-4-yl}oxyaceticacid 

9^4-tnfluorofrathoxyphenyl)methylj-2-(2^ 
S 9-Ii2^ifluoromethoxyphenyl)methyl|-2-(2.4<lichloro^ 

9-||3^ifluoromethoxyphenyl)rnethylJ-2-(2,4^ichloro^^ acid; 

9-[{4^ifluoromethoxyphonyl)methyl]-2-(2,4KJic^ 

9-[i'2<yancphenyl)rnethyl]-2-(2,4<ik:hlorophe^ 

9+3<yanophenyl)memyl]-2-(2,4^ichlorophenyl)-5<arba/^ 
to 9-[i4<yanophenyl)melhylj-2-(2.4^ichlorophenyl)-5<MrbamoykarbazoM-yl]oxyaceticacid 

9-[l 2^yric^l)methylJ-2-(2.4Hlichlorophenyl)-5<arbamoylcart)azol-4-yl}oxyacetic acid- 

9-[(3ijynctyl)methyll-2-(2.4<ltchlorophe^ 

9^(4^yridyl)melhyl)-2-(2.4Hdichlorophenyl)-S^rbamoylcart>azoU-yl}oxyacaticacid. 
9-[(2-furyl)methyl]-2-(2.4^ichtorophenyl)-5<arbamoylcarbazol-4-yl}oxyaceticacid 
is 9-|(3-fucyl)methyl]-2-(2,4^ichtorophenyl)-5^rbanx)ylcarbazol-4-yl}oxyaceticacid: 
9-[(2-lhienyl)methyll-2-(2.4sjichlorophonyl)-5<arbamoylcartjazol-4-yl}oxy acetic acid. 
9^('Whienyl)n^thyli-2-(2,4^ichlorcf)henyl)-5<arbamoylcart3azol-4-yl>oxyaceticacid 
9^(2*enzylph8nyl)memyl]-2M2,4^lChlorDphenyl)-5^»rbamoylcarbazol-4-ylJoxyaceUc acid 
9-(i343enzylphenyl)melhylj-2-(2,4Klichlorophenyl)-5-carbafTX)ylcart)azol-4-yljoxyaceticacid 
9-[l44renzylphenyl)methylj-2-(2,4<iichbrophe^ 
9-[(2-benzoylphenyl)methylJ-2-(2 4-dichlorophenyl)-5-carbamoylcafbazol-4-yl}oxyacelicacid. 
9-[l3-benzoylphenyl)fTiemyl]-2-(2.4^i<*loropheny^ 

9-[(4^nzoylphsnyl)methyl]-2-(2,4^ichkxophenyl)-5K»^ acid. 
9-[i24>enzyloxyphenyl)methyl]-2-(2,4<iichtoroph^ 
» 94(3*8nzyloxyphenyl)m8thyl|-2-(2,4<iichlorophenyl^^^ 
9-[i44>enzytoxyphenyl)rnethyl|-2-(2,4«iK:htorophen^^ 

9-[(2^henylphenyl)mamyl]-2-(2,4<lichlorophenyO-5-rato acid 

9-[(3^hGnylphenyl)me%l]-2-(2,4KJichlorophenyl)-5Karbart»ylcarbazol-4-ylJoxyaceticacid 

94(4^enylph8nyl)melhyl]-2-{2,4-dichloroph8nyl)-5-carbamoylcarbazol-4-yljoxyaceticaad 
00 9-[(1^aphthyl)melhyl)-2-(2.4Klichlorophenyl)-5<art)amoyl(»rt>azcJ-4-yl}oxyacetic acid. 

9-[(2^aphthyl)melhyl]-2-(2,4Hlichlorc^henyl)-5s^ 

9-[(2,3<Jinuorophenyl)nrethyll-2-(2,4^icNorc^ 

94(2,4^ifluorophenyl)methyll-2-(2.4-dichlorc^ 

9-[l2.5Kjifluoraphenyl)rr»thyl]-2-(2,4^rchlOTOphen^^^ 
35 9-[(2,6KJinuoraphenyl)melhyl]-2-(2.4^ichloiophanyl)-S^fbamc7lcarba20l-4-yl}oxyacetic acid: 

9-[(34^ifluorophanyl)methyl]-2-(2,4Klichloropte^ 

9-[(3,5<lifluorcphenyl)methyl]-2-(2,4^chlor^ acid. 
9-[i2,3.4-trifluorophenyl)methyl]-2-(2.4<lichlor^^ acid 
9-[(2.3.5-tnfluoroph8nyl)methyll-2-(2.4^ichloroph8nyO^^ 
40 9-[t2.3,6-tnfluorophenyl)m8%l]-2-(2.4^hlc<ophe^ 

9-ll2.4.5-tnflucfcphenyOmethyn-2^2.4Klichkir^ acid. 
9-[(2.4.6-tnfluorcphOTyl)methyn-2-(2,4^i^^ 

9^<3A5-trinuorophenyl)methyll-2-(2,4^ichlorophenyl)-5^rbanK>ylcarbazol-4-yl}oxyacatc acid. 

9^pentafluorcf>henyl)methyl]-2^2.4^k:hlorophe^ 
45 9-|i2.3^hlorophenyl)methyl}-2-(2,4^ichtorap^ 

9-[(2.4KtehbrciJhenyl)methylh2-(2.4<itehl«o^ 

9-[(2.5^ichbrcphenyl)me%ll-2-(2,4<iichlorophe^ 

9+2.6^ichbrophenyl)me%l|-2-(2,4«iichkvcpheny^^ 

9-[i3,4^ichlorcphenyt)methyl)-2-(2.4<iiehtorcp^ 
50 94(3,5Kiichlorophenyl)methyl]-2-(2.4<Jichlor^ acid; 

9^2.3^imethylpheny1)methylJ-2^2.4<iichlOTOphenyl)-5^ 

9-{(2,4«iimethylphenyl)m8thyO-2-(2.4^ichlc*o^ acid: 
9^(2,5«iimethylphenyl)nTe%l]-2-(2.4^ehlorophenyl)-^ 

9-{(2.6-dimethylphenyl)methyl]-2H2 4sJichloroph9nyl)^Karbamoylcarbazol-4-yl)oxyacetic acid: 
55 9-[(3.4^imemytohBnyl)methyO-2^2,4^ehtorophenyO-5^ acid. 
9^l3,5^imethylph8nyl)methyl]-2^2,4KJichlorophenyl)-5KMrbamoy1carbaz M-yl)oxyacetic acid: 
9-[(2A6-tnmethylphenyl)methyl]-2-(2.4«iichlorc^^ tie acid. 

9-[(3,54>is(trffluOTCfflethyl)phenyl)m8thyl]-2-(2^ acid: 
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9-[(2 4-bis(lrifluor(OTBlhyl)phenyl)melhyl]-2-(2.4^ichlorophenyl)-5-carbarrioylcarba20l-4-yl|oxyacetic acid. 
9-[i2-fluoro-3-Uifluorc^ethylphenyl)melhyl]-2-(2.4^ichtorc^henyl)-5^arbamoylcarbazoM-yl^xyaceIicacid 
94i2-nuoro-4-lrifluoromethylphenyl)methyl]-2-(2.4-dichlorophenyl)-5-carbarrioylcarbazol-4-yl}oxyacetic acid. 
9-[i2-nuoro-5-trifluoromethylphenyl)melhyl)-2-(2/KJichlorophenyl)-5<arbamoylcaitiazol^-ylK>'^acetic acid. 
9-[i2-fluoro-6 tr ifluoromethylphenyl)methyll-2 (2.4-dichlorophenyl)-5-carbamoy lea rbazol-4-yl(oxyacetic acid. 
9-[(34luoro-5-lrifluorcTOOthylphonyl)melhyl]-2(2.4-dichtorophonyl)-S^arban^lcart3azol-4-yl|oxyacoticacid 
9-[(4-fluoro-2-trifluorcmethylphenyl)methyl]-2-(2,4Hjichfor^ 
9-[(4-fluoro-3-trifluoromethylphenyl)methyl]-2-(2,4^ 

9-13-(2-nuorophenoxy)methyl]-2-(2.4-dehlorcphenyl)-5-caftiamoylcarba2ol-4-ylloxyacetic acid: 
9-l3-(4-nuorophenoxy)methyl]-2-(2 4-dehlof0phenyl)-5-carbamoylcarba2ol-4-yl}oxyacetic acid- 
9-[i2-fluoro-3-methylphenyl)methyl)-2-(2.4Kl«htorcphen^ acid: 
9-(f3<:hloro-2-nuorophenyl)melhyl]-2-(2.4^ichlorophenyl)-5K:arbaiTK>ylcarbazol-4-yl}oxyaceticacid 
9-[(2K:hlorc^-nuorc^henyl)melhyl)-2-(2.4-dichlorophenyl)-5-carbarTioylcarba2ol-4-yl}oxy acetic acid 
9-[(4-bromo-2-fluorophenyl)methyl)-2-(2 4-dichlorophenyl)-5-carbamoylcarba2ol-4-yl}oxyacoticacid. 
9-[(2*romo-54luwc<)henyl)methyl]-2-(2 4HJichlorophenyl)-5K;arbamoylcafbazol-4-yl|oxyacetic acid. 
9-[(3-chloro-4-methylphenyl)methyl|-2-(2 4-dichlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacolic acid. 
9^(3<hlOTc^-memoxyphenyl)methylJ-2-(2.4<jichlofcphenyl)-5Karbamoylcarba20l-4-yl)oxyacettc acid. 
9-[(4-methoxy-3-methylphenyl)methyll-2-(2.4<lichtor acid 
9-[i4-irifluoromemylthiophenyOmethyl]-2-(2.4Klichlorcph8nyl)-5-carbamoylcarbazol-4-yl|oxyaceIic acid 
9-[(1^rano-2-nap^thylphenyl)methyl]-2-(2.4-dich^ acid. 
9-[(2-methyl- 1 -naphthy lphenyl)methy l]-2-(2.4-dichloropheny l)-5-carbamoylcartoa2ol-4-y IJoxyacetic acid 
9-[ (4-methyl- 1 -naphthy lphenyl)melhyl]-2-(2.4-dichtorophenyl)-5-catbanrx5ylcafbazol-4-y IJoxyacetic acid. 
9-[(6-methyl-2-naphthylphenyl)methyl)-2-(2.4-dichta^ acid, 
9-[i2-|(phenylsultcoyl)memyl)phenyl)methyt]-2-(2,4-dich^ 
94(1-nuorenylmethyl)-2-(2.4-dichloroph9nyl)-S-carbarrioylcart)azol-4-yl}oxyacetic acid 
9-[(1-tetrazoiylmethyl]-2-(2.4-dichlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-((5-fTiethyl-1-teirazolylmethyl]-2-(2.4Klichlorophenyl)-5-carbamoy!carbazol-4-yl)oxyac9lic acid: 
9-((5-benzyl- 1 -telrazotylmelhy l]-2-(2.4-dichbrophonyl)-5-cart>amoylcart>azol-4-yl|oxyacetic acid 
9-[tphenyl)methyl]-2-(2,6-dichlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid' 
9-[(2i3henoxyphenyl)fTwthyl|-2-(2,6^ichlorophenyl)-5<art3amoytaarba20l-4-yl}oxyacelic acid 
9-[l3-phenoxyphenyl)methyl]-2-(2 6-dichlorophenyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid 
9-[(4-phenoxyphenyl)methyl]-2-(2.6-dichlorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-[(2-fluorophenyl)melhyl]-2-(2.6-dichloropheriyl)-5-carbamoylcarba20l-4-yl|oxyacetic acid, 
9-[(3-fluorophenyl)methylJ-2-(2 6-dichlorophenyl)-5-carbamoylcarbazol-4-yl)oxyacotic acid 
9-{i4-nuorc?henyl)methyl)-2-{2,6^ichlofe5>henyl)-5^ 

9-[i2-chlorophenyl)methyl]-2-(2.6-dichlorophenyl}-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-li3-chtoropnenyl)rT»thyl]-2-(2,6-dtchlorc^heny^ 

9-[(4-chlorophenyl)mGthyl]-2-(2,6-dichlorophenyl)-5-carbamoylcarbazol-4-yl)oxy acetic acid 
9-ll243rc^(^henyl)methyl)-2H2,6-dichlorophenyl)-5-cartjamoylcarba20l-4-yl|oxyaceticacid. 
9-[<343romc4>henyl)methyl]-2-(2.6-dichlorophenyi)-5-carbarnoytearbazol-4-yl)oxyaceticacid. 
9-[(4-bromophenyl)methyl]-2-(2,6<lichlorophenyl)-5-carbamoyfcarbazol-4-yl]oxyacetic acid. 
9-[f2-KXjCf)heny1)rnethyl]-2-(2.6<lichlorophenyl)-S<arbaTrK)ylcarba2ol-4-yl}oxyacetic acid. 
9-((3Hodophenyl)methyl]-2-(2,6Hjichlorophanyl)-5<arbarnoylcarbazol-4-yl}oxyaceticacid. 
9-[(4-iodophenyl)methyl]-2-(2,6-<lichlorophenyl)-5<artMrr»y1carbazol-4-yl}oxyacetic acid- 
9-((2-acetamictophenyl)methyl]-2-(2.6<lichlorophenyl)-5-caitarnoylcarbazol-4-yl|oxyacetic acid. 
9-((3-acetamidophenyl)methyl]-2-(2 6-drcfilorophenyl)-5-carbamoylcarba2ol-4-yl}oxyacetic acid 
9-[(4-acetamiclcphenyl)methyl]-2-(2,6-dichlorophe^^^ acid. 
9-{(2<arbamctylphenyl)methylj-2-(2,6-di<Morcflh^ acid. 
9-[(3-carlJarTK>ylph8nyl)methyO-2-(2,6<iichlorophe^^ 

9-[(4-car&anraylphenyl)methyl]-2-(2,6-dicMoroph acid 
94(2-methylsuHcflylphenyl)melhyll-2-(26Hlichlorophenyl)-5^rbamcytcarba2ol-4-yl}oxyacetic acid. 
9-[(3-rnethylsulfcnylphenyl)methyl]-2-(2.6-cochkxo acid 
9-{(4^ethylsulfcnylphenyl)methyl]-2-(2,6-dichloropheny^ 

9-[(2-methylphenyl)methyl]-2-(2.6-dichlorophenyl)-5-carbarnoylcarba20l-4-yl}oxyacetic acid 
9-[(3^ethylphenyl)methyl]-2-(2.6<lichlorc^henyl)-5-Mrbamoylcait)a2ol-4-yl)oxyacetic acid. 
94(4<nethylphonyl)methyl|-2-(2,6-dichlorcfJhenyl)-5-carbamoylcarba2ol-4-ylloxyac tic acid- 
9-[(2-ethylph nyl)m thyl)-2-(2.6-dichlorc^enyl)-5-rart)amoylcarba2ol-4-yl}oxyacetic acid. 
9^(3^ihylphenyl)methyl]-2-(2.6-dichlorophenyl)-5-carbamoylcarbazol-4-ylfoxyacetic acid. 
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9-[(4-elhylphenyl)methyl)-2-(2,6-dichlorophenyl)-5-cartjamoylcarbai!ol-4-yl)oxyacetic acid. 
9-[(24nfluoiwTiethylphenyl)methyll-2-(2 6<iic^ acid. 
9-[(3-tnfluoronrethylphenyl)m6thylj-2-(2 6^hta^ 
9-[('4Mnfluoron»thylphenyl)methyQ-2-(2.6-ctehloro 

9-[(cyclopropyl)methyl)-2-(2 6-dichtorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-|icyclc*utyl)mothyl]-2-(2,6-dK:htorophonyl)-5-carbamoyIcarbazol-4-ylloxyacoticacid 
9^(cyclc^enlyl)m8thyl)-2-(2,6^i(^lorcf)honyl)-5^itamoylcarba2ol-4-ylJoxyaceticacid. 
9-[lcyclc^exyl)mothyl)-2-(2.6-dichlorophenyl)-5-carbamoylcart)azol-4-yl}oxyacGticacid. 
9-[(2-methoxyphenyl)methyl]-2-(2 6-dichlorophenyl)-5<arbamoylcarbazol-4-ylJoxyacettc acid: 
9-[i3-melhoxyphenyl)methylJ-2-(2,6-dichlorophenyl)-5-carbajTioylcarbazol-4-yl}oxyaceiic acid" 
9-[(4-melhoxyphenyl)methyl]-2-(2,6-dichlorophGnyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid: 
9-[(2^thratyphenyl)melhyl]-2-(2.6<i'ichlorophenyO-5<arbamoylcarbazol-4-yl|oxyacGtic acid. 
9-[l3-ethoxyphenyl)methyl]-2-(2.6-dichlorophonyl)-S-carbamoylcarbazol-4-ylJoxyacetic acid, 
94l4-emoxyph8nyl)me^hyl]-2-(2,6<llChlc<c^henyl)-5K:arbalTroylcarbazo^4-yl}oxyaceticacld. 
94(2-tnnuoromathox7phanyl)methyl]-2-(2.6<Jichlorophenyl)-5-cartamoylcarbazol-4-yl}oxyacetic acid 
9-[('3-trifluorofnethoxyphenyl)methyl)-2-(2 6-dichbrophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-[|4-trifluoromothoxyphenyl)methylj-2-(2 6-dichlorophenyl)-5-carbamoytcarbazol-4-yl}oxyacetic acid. 
9-[(2-difluorofnethoxyphenyl)methyl|-2-(2 6-dichlorophenyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid 
9-((3<)ifluorc<TiBthoxyphenyl)methyl|-2-(2.6-dichk3rop^enyl)-5^rbamoylcarbazol-4-yl)oxyacelic acid 
94(4<Mluofomethoxyphenyl)m6lhylj-2-<2.6Hdichto^^ 

9-[i2^yaiiophenyl)methyl|-2-(2.6<lichlorciphenyl)-5-carbamoylcart)azol-4-yl]oxyaceticacid. 
9-[i3^arKH*enyl)methyl)-2-(2.6Klichlorophenyl)-5Harbamoylcarbazol-4-yl)oxyacaticacd. 
9-(i4<yancf)henyl)methyfl-2-(2,6«Jichtorophenyl)-5^rbar^lca 
9-[(2ijyricVI)mGthyl]-2-(2.6-dichlc*cflhenyl)-5K»rt)amoylcaitezoU-yl}oxyac»tica 
9-[(3-pyndyl)melhylJ-2-(2 6-dichlorophenyl)-5-carbamoylcarbazol-4-yl(oxyacetic acid: 
9-[(4^yricVI)methyl]-2-(2.6^ichlorophenyl)-5<arbamoylcart)azol-4-yl}oxyaceiic acid; 
9-[{2-foryl)methyl]-2-(2,6^ichlorc|)henyl)-5^rbanK)ylcarbazoM-yl}oxyaceticacid. 
9-[(3-furyl)methyl)-2-(2,6-dichtorcf5henyl)-5^arbamoylcarbazol-4-y1|oxyacetic acid. 
9-[i2-lfiienyl)melhyl]-2-(2.6-dichlorophenyl)-5-cart)amoylcarbazol-4-yl}oxyacetic acid 
9-[(34hi6nyl)m8thyl]-2-(2.6^ichlorc£h6nyl)-5^rt>am acid. 
9-[(24>enzylphenyl)memyll-2-(2,6<iichlorophenyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid: 
9^(3^enzylphenyl)memyl]-2-(2 6Kjichlorophenyl)-5^arfoamoylcarbazol-4-yl}oxyaceticacid. 
9-[('4*anzylphenyl)methyl]-2-(2,6-dichiorophenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(245enzoylphenyl)methyl}-2-(2.6<)ichtorophenyl)-5-carbamoylcarbazol-4-yl|oxyacelicacid. 
9-[(3*enzoyiphenyl)methyl}-2-(2.6^ichk3rcf3henyl)-5-<arbamoylcarbazol-4-yl)oxyaceticacid 
9-[i4^9nzoyiphenyl)methyl]-2-(2.6^ichlorophenyl)-5-carbarrioylcarbazol-4-yl}oxyaceticacid. 
94(2*8nzyloxyp^enyl)mathyl|-2-(2,6KJichlorophenyl)-5-cart)amoylca*azol-4-yl|oxyaceticacid: 
9-[i3-to8nzyloxyphanyl)methyl|-2-(2 6-dichlorophonyl)-5-cafbamoylcafbazol-4-yl[oxyacetic acid: 
94(4*anzytoxyphenyl)methyl]-2-(2,6^chtoroph8nyl)-5^arbarTX3ylcarbazoM-ylloxyaceticacid. 
9-|i2^henylphenyl)methy1|-2-(2.6^chlorc^enyO-5K»rbarnc^lcarb^oM-yl}oxyacot acid. 
94(3^henylphenyl)memy1]-2-(2.6HdichlorophenyO-5K»rbamc^lcarbazol-4-yl}oxyacGtic acid. 
9-[(4i>honylphenyl)methyl]-2-(2.6^ichtorophenyl)-5-carbamoylcarbazol-4-yl}oxyacQticacid 
9-{d ^aphlhyl)methyl]-2-(2,6^ichlorophanyl)-5-carbamoylcart»azol-4-yl)oxyaceUc acid 
9-[i2^aphthyl)fn9thyll-2-(2.6^k;hlorophenyl)-5-cafbamoylcarbazol-4-yl}oxyacetic acid. 
9+2.3^ifluorcphenyl)nr»thyl]-2-(2.6Kii^ 

9-[(2.4Kliflucrophenyl)mG(hyl]-2-(2,6<Jichlorop^enyl)-5<arbamoylcarbazol-4-yl)oxyacetic acid. 

94(2,5«iifluorcflhenyl)mGthyQ-2-(2.6^ichlorc^GnyO^^ 

94l2,6^ifluorcphenyl)rT»thyn-2-(2.6^K*lorcph^ 

94l3.4^ifluorcphenyl)m8thyll-2-(2.6^i(*lorcphG^ 

9-|<3.5^ifluorcfih6nyl)mGthytj-2-(2,6Kichlor^^ 

9-[(2.3,4-trifluc*cph8nyl)m6thyl]-2^2,6KiicM acid: 
9^(2.3.5-tnfluoroc4iGnyl)nwthyl]-2^2.6HlicM acid: 
9^2,3,6-trifluoroph8nyl)m8thyl]-2-(2,6^ichlorop^ acid: 
94(2.4,5-trif!uoici*8nyl)m6thyn-2-(2,6^ichloroph6^ acid: 
9-[(2,4.6-Mfluorcph6nyl)methyl]-2-(2,6Htahlora^ acid: 
94l3,4.5-tnnuorcph8nyl)mamyl]-2-(2.6sjichloroph8nyl)-5^rbanx3ylcarbazol-4-yl)oxyacetic acid 
9^ipenmfluorc0henyl)rnGthyl)-2-(2.6^ichlorophenyl)-^^ 
9^2,3^ichlc*Cfmenyl)m8my1h2-(2.6«iic*lcrcphenyl)^ 
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9-[(2 4^ic^lorophenylimeihyl]-2-(2.6^chlofophenyl)-5-carbamoylcart)azol-4-yl}oxyaceticacid 

9-[i2 5Klichlorophenyl|methylI-2-(2,6^ichlaophenyl)-5^rbaiTK)ylcart)a20l-4-ylJoxyaceuc acid. 

9-|(2.6^chlorophenylimethyll-2-(2.6^ichtoropheny^ acid 

9-(i'3.4^ichlorophenyl)mBthyl]-2-(2.6^ichlorophenyl)-5-carbamoylcartjazol-4-yl}oxyacetic acid 
s 9-[(3 5^ichtorophenyl)methyl]-2-(2.S<lichlorophenyl)-S-(arbartx)ylcaiba20l-4-yl}oxyacetic acid 

9-((2.3<limelhy|pheny1)methyl]-2-<26^chloropheityl)-5K»rt)^^ acid: 

9-[(2,4<iimolhylphBnyl)mothyl]-2M2 6^ichlorophenyl)-5-<^rt)amoy(carbazol-^yl}oxyacotic acid. 

9-[(2 5-dimethylphenyl)methyl]-2-(2 6-dchlorophenyl)-5-cart>amoylcarbazol-4-yllo)cyacelic acid. 

9-[i'2 6-dimelhylphenyl)methyl]-2-(2 6-dichlorophenyl)-5-carbamoylcarbazoM-yl}oxyacetic acid: 
10 9-{(3.4^irrathylphenyl)methyQ-2W2.6-dichlorophe^ acid: 

9-[(3.5^methylph8nyl)methyl]-2H2.6-dichlorophenyl)-5^fbamc7icarbazol-4-yl}oxyaceticacid: 

9-(i2.4.6-trimethylphenyl)methyll-2-!2.6^ichlorophenyl)-5-carbanx)ylcarbazoh4-yl}oxyacetic acid 

9-f(3.5-bis(trifluorcfnelhyl)phenyl)rre^ 

9-((2.4-bis(trifluoromethynphenyl)methyl]-2-(2 6<lichlo^ 
is 9-(i2-fluorc-3-trifluoromethylphenyl)methyl|-2-(2 6-dichlorophenyl)-5<arbamoylcarbazol-4-ylK)xyacetic acid. 

9- l(2-fluoro-4-tfinuoromethylphenyl)methyl)-2-(2.6<^ 

9-[i'2-fluorc-5-trifluoromethylphenyl)memyl)-2-(2.6-dK^ acid. 
9-[i2-fluorc^-tnfluorome»hylphenyl)me^^ 

9-[(3-fluorc-5-trifluoromethylphenyl)fTiethylJ-2-(2 6-dichtorophenyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid. 
zo 9-(i4-nuorc-2-tnfluoromethylphenyl)memylh2^^ 
94(4-fluorc-3-trifluoromethylphenyl)mQthy^ 

9-[3-(2-fluorc?henoxy)methyl]-2-(2 6-dichlw<^enyl)-5^ acid - 

9-|3-(4-nuorop^enoxy)methyl]-2-(2 6KJichlorophenyl^^ 

9-[i'2-fluorc-3-methylphenyl)methyl]-2-(2.6^ichlor^ 
25 9-|l3-chloro-2-fluorophenyl)methy|J-2-(2 6-dichlorophenyl)-5-carbamoylcafbazol-4-yl}oxyaceUc acid 

9-ii2<hloro^fluorophenyl)methyl]-2-(2^ 

9-[i4-brcrnc-2-nuorc?henyl)methyl]-2-(2^ 

9-[i24)ronro-54luorophenyl)m9thyl)-2-(2.6^ichloroph^ 

9-[(3^hloro^-memylphenyl)methyl]-2-(2 6«Jichloropta^ 
30 9-[<3<hlorc^^emoxyphenyl)rnethyll-2-(2.6<iichlo 

9-[i4^ethc*y-3^ethylpheny0methy^-2-(26^ichtor^ acid. 

9-[(4-lnftuorornethyimiophenyl)memyl|-2-(2.6KJichlorc9henyl)-5<aibanTOylcarbaz 

9-[f1-bfomo-2-naphthylphenyl)methyl]-2-(2 l 6-dchlorophenyl)-5-carbamoylcarbazol-4-yl(oxyacetic acid. 

9-[(2-mathyl-1 -naphthylphanyl)methyll-2-(2 6-dichlorophenyl)-5-cart)amoylcarbazol-4-ylloxyacetic acid. 
3S 9-[(4-methyl-1 -naphthylphenyl)melhyl]-2-(2 6-dichloroph8nyl)-5-cart>amoylcafbazol-4-yl]oxyacotic acid. 

9-[(6-melhyl-2^aphthylphenyl)methyli-2-(2.6KlichlorophenyO-5<arbamoylcarbazol-4-yl)oxyacettcacid. 

9-[f2-((phenylsutfOTyl)methyl)phenyl)methyl|-2-(2,6^ 

9-[f1-fluorenylmelhyll-2-(2 6-dichlorophenyl)-5-carbamoylcafbazol-4-yl)oxyacetic acid. 
9^O-te'razolylnnethyl]-2-(2.6<lichlorc^heny0-5-Mrbamoylcart>azol-4-yl|oxyaceticacid: 
■w 9-[(5-niethyl- 1 -tetrazolylmethyl]-2-(2 6-dichlorci3honyl)-5-carbamoylcarbazoW-ylloxyacetic acid: 
9-[f5-benzyl-1 -lotrazotylmethyl]-2-(2 6-dichtorophenyl)-5-carbamoylcaibazol-4-yl)oxyacetic acid 
9-(i'phenyl)memyl]-2-(4Hnethoxyphenyl)-5^rbanxiyk»rbazoM-yl}cflcyaceticacid. 
9-[^2^henoxvphe^yl)methyll-2-(4^ethoxyphenyl)-5<arbamoylcarbazo^4-yl}oxyacetlcacld: 
94(3i>henoxyphenyl)methylj-2-(4^ethoxyphenyl)-5 
9-[(4^henoxyphenyl)methyl]-2-(4-memc*yphen^ 
94(2^uorcflhenyl)methyl]-2-(4-methoxyphenyl)^ 

9^(3^uorc^henyl)methylj-2-(4-methc*yphenyl)-5<ato acid. 
9-[(4^ucrophenyl)me%l]-2^4-m8thoxyphenyl)-5^rbanfKjylrarbazoM-yl|co(yaceticacid 1 
9-[(2<hlorciJhenyl)methyl|-2-(4^8lhoxyphenyl)-5^rt^^ 
a> 9^(3^lorcflhenyl)methyl]-2-(4^ethoxyphenyl)-5HMrbamoy1carbazoM-ylJoxyacetic aad: 
94(4<hlorcphenyl)methyl]-2-(4^ethoxyphenyl)-5K»rt>amo^ 
9-[(2*romophenyl)methyl|-2-(4^ethc*yphenyl)-5H»ta 
9-[(34>rc<Ticf)henygmethylj-2-(4^ethoxyph8n 

9-li4*fOTopheny0methyl]-2-(4^elhoxyphenyl)-5<arbanr»ylcafbazd-^ 
55 9-[(2HcxJophenyl)methyl]-2-(4-methoxyphefiyl)-5-cart)amoylcarbazol-4-yl)oxyacetic acid. 

9-|(3HockDc^enyl)methylJ-2-(4^ethoxyphenyl)-5-rarbarnoyfcarbaz l-4-yl}oxyacetic acid: 
9-(i4-iodophenyl)methyl|-2-(4-(naih xyphenyl>-5-cartjamoylcarbazol-4-yl)oxyacetic aad: 
9-[(2-acetamidophBnyl)methyl]-2-(4-fnelh xyphenyl)-5-cartjamoylcarbaz l-4-yl)oxyacetic acid. 
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9-[(3-acetamidoph nyl)methyl]-2-(4-melhoxyphenyl)-5-carbamoylcarba/ol-4-yl}oxyacetic acid. 
9-[(4-acelamidophenyl)melhyn-2-(4-melhoxyphenyl)-5-carbamoy tea rbazol-4-yl}oxyacetic acid. 
9-(t2<arbanK>ytphenyi)methyq-2-(4-methoxyphe^ acid: 
9-[(3<arbafiK)ylphenyl)methyl]-2-{4-methoxyphenyl)-5<art)amoytearbazol-4-ylJoxyaceticacid. 
6 9-[|4Hail3amcylphenyl)meihyl)-2-(4-melhoxyphenyl)-5^rt)amoylcartjazol-4-yl}oxyacoticacid: 
9-[i2^etoylBulfOTiylphenyl)me%ll-2-(4^ethoxyphenyO-5^^ 
9-{l3^ethylsultaiylphenyl)m8thyll-2-(4HTietJxjxyphenyO^^ 
9-(i4^ethylsulfOTylphenyl)methyl^2-(4<netlro^ 

94(2^ethylpheny))methyn-2-(4-melhoxyphenyl)-5<afbamoylcarbazol-4-ylJoxyacetic acid: 
10 9-[<3^ethyiphenyl)methyl]-2-(4^athoxyphenyl)-5^rb^ 

9-[(4^ethylphenyI)methylj-2-(4-methoxyphenyl)-5-caitoamoyta acid; 

9-[|2<thylphenyl)me%l|-2-(4^emoxyphenyl)-5Harbamoylcarba2ol-4-yl}oxyaceticacid: 

94^3<thy!phenyl)methyll-2-(4-methoxyphenyl)-5^art3amoylcarba2ol-4-yl}oxyacetic acid: 

9-[f4^thylphenyl)methyl]-2-(4^elhoxyphenyl)-5<arbamoylcarbazol-4-yl>oxyaceticacid. 
is 9-[(2-trifluoronnethylphenyl)methyl]-2-(4^emoxyphen^^^^ 

9^^rifluorwrathylphenyl)methylj-2-(4HTiethoxy 

9-[(4^ifluoromethylphenyl)methylj-2-(4-me^ 

94tcyclopropyl)methyn-2-(4^ethoxyphenyl^^ 

9-licyclctoutyl)methyl]-2H4^ethoxyphenyl)-5K»rba^ 
20 94(cyclopentyl)methyl|-2-(4-methoxyphenyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid. 

9-[lcyclc^exyl)memylJ-2-(4-methoxyph8nyl)-5^rbanioylcarba2c4-4-yl]oxyaceticac 

94l2<nethoxyphenyl)methyq-2-(4-mettoxyph^ 

9-[(3HTiethoxyphenyl)methyll-2-(4^8thoxyphen^ 

9^(4^ethoxyphenyl)methyl]-2-(4^ethoxyphenyl)-5H»rt^ 
25 9^(2^ihoxyphenyl)momy)]-2-(4^thoxyphenyl)-5^rt)aiTraytearba2ol-4-yl)oxyacoticacid. 

9-K3^thoxyphenyl)methyl|-2-(4HTOthc*yphen^^ 

94(4<thoxyphenyl)methyl]-2-(4-methoxyphenyl)-5^rte^ 

9-[(2-tnnuorcfflethoxyphenyl)methyl|-2-(4-methoxyphenyl)-5-caitamoylcafbazc^^-y1}oxyacetlcacid 

9-[(3-trifluoromemc«yphanyl)m8thyl|-2-{4-methoxyphenyl)-5^fbamoylcart)a^oM-ylloxyacette acid. 
30 9^(44rinuoroniethoxyphenyl)memylI-2-(4^ethoxyph8nyl)-5Karbamoylcarbazol-4-yl}oxyaceticacid: 

9Hf2<Muorcmethoxyphenyl)methyll-2-(4™etho^ 

9^l3«iifluororTOthoxyphenyl)memyl|-2-«4^eth^^ 

9-|(4Hiifluorcfnethoxyphenyl)methyl|-2-<4™etto^ 

9-[(2^yanc^enyl)methyl]-2-(4-methoxypheny0^ 
3S 94(3<^8/rc^enyl)methyl]-2-(4-rrathoxyph^^ acid: 

9-l(4<yancf^enyl)m8thyl]-2-(4-melhoxyphenyl)-5<arbamc7lcart»azoM-yl}oxyaceticaad: 

9-[(2^yridyl)ni8thylJ-2-(4-methoxyphenyl)-5<artjafTK>ylcarbazol-4-yl}oxyaceticacid: 

9-|(3i>yridyl)niethyl]-2-(4-methoxypheny^ 

g-[(4i>yricfyl)methyl]-2-(4<nethoxyphenyl)-5H»rb^ 
•w 9-[(2-»uryl)methyl]-2-(4HTiemoxyphenyl)-5HMfbamc)ylcarbazol-4-yl}oxyacelic acid. 

9-If3-furyl)methyl]-2-(4^elhoxyphenyl>5^rt)ajiKjylcarbazol-4-yl)oxyaceticacid: 

9-[(2-thienyl)methylI-2-(4-methoxyphenyl)-5- carbamoylcaibazoW-yl}oxyaceticacid: 

9-((34hienyl^thyl]-2-(4^ethoxyphenyl)-5-carbamoylcart»azol-4-yl|oxyacetic acid. 

9-[(24>enzylphenyl)memyl)-2-{4-methoxyphenyl)-5<arbaiTx^lcafbazoW-yl)oxyacetk:acid. 

9-[<3^enzylphenyl)methylj-2M4-methc^phenyl)-5 

9-[(4*enzylphenyl)methyl]-2-(4-methoxyphenyl)-5<Mrbarrraylcarl)azoM-yl}oxyaceticacid. 

9-[(24)enzoytphenyl)methyl]-2-(4^ethoxyp^ 

9-((3-benzoylphenyl)mathylh2-(4HTOthoxypheny^ 

9-((4*enzoylptenyl)methylj-2-(4^emoxyphenylh^ acid. 
so 9-[(2*enzyloxyp^enyl)methyl|-2-(4-melhoxypheny0-5^ acid: 
9-[(3^nzytoxyphenyl)me%li-2-(4-m8lhoxyp^ 

9-((44>enzyloxyphenyl)methyl|-2-(4-nMthax^ acid. 
9-[(2iJhenyiphenyl)mamyll-2-{4^thc)xyphonyl)-5^rbamcvlcarb^oM-yl}oxyacstw acid: 
9-[(3^enylph9ny1)melhylj-2-(4^thc^hen^^^ 
ss 9-[(4^henylpheny1)m8thylj-2-(4^elhc*yphe^^^^ acid: 
9-[(1-naphmyl>Tiathyl)-2-(4^etfK^henyl)-5^rt>amoylcart)az l-4-y|}oxyacetic acid: 
9-[(2-f^hmyl)memyl]-2-(4^thoxyphenyl)-SH»rba^ 
9-[(2,3^ifluc^henyl)methyl]-2-(4-m8lhoxyphen 
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9-[(2 4-dinuorophenyl)m8thyl]-2-(4-methoxyphenyl)-5-carbamoylcarba2ol-4-ylj xyacetic acid 
9-[l2 5sJinuorophenyl)methyll-2-(4-methoxypheny!)-5-cartiarTioylcart)a2ol-4-yl}oxyacetic acid 
9-[f2 6^inuorophenyl)methyl|-2-(4-methoxyphenyl)-5-carbanx)ylcart»2ol-4-ylJoxyaceticacid. 
9-[(3.4-difluorophenyl)methyl]-2-(4-methoxyphenyl)-5-^ 

9«3 S^inuorophenyl)m8thyl]-2-(4-methoxyphenyl)-5Ka*amoylcarbazol-4-yl|oxyaceticacid. 
9-|(2.3.4-tnfluorophony0methyl]-2-(4-methoxyphenyl)-5^ acid. 

9-[i2.3.5-trifluorophonyl)mothyl]-2-(4-m8thc»^phonyl)-5-carbamoylcart)a2ol-4-yl)oxyacetic acid. 
9-[(2.3,6-tnnuorc^henyl)memyl]-2-(4-melhc*yph^ 

9-[i2.4.5-trinuorcphenyl)memyl]-2-(4-methc*ypheny^ acid: 
9-[i2 4 6-lrinuorophenyl)methylj-2-(4-methco(yphenyl)-5Kafbamoylcarbazol-4.y||oi(yaceIic acid 
9-[(3 4 5-tnfluofophenyl)methyl]-2-(4-melhoxyphenyl)-5-carbamoylcart)azol-4-ylloxyacetic acid. 
9-[(pentafluwophenyi)methyl|-2-(4-methoxyphenyl)-5-carbar^ acid. 
9-(i2.3-dichtorophenyl)methyl>2-(4<nethoxyphenyl)-SKarbamcyl<arbazol-4-yl}oxyacetic acid, 
9-|i2.4-dichlorophenyl|methyl)-2-(4HTiethoxyphenyl)-5K:arbamciylcarbazol-4-yl}oxyaceticacid. 
9-I(2.5Hdichlorophenyl)methyll-2-(4^elhoxyphenyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid. 
9-[(2.6<iichlorcflhenyl)methyl]-2-(4-methoxyphenyl)-5-carbarnoylcarbazol-4-ylJoxyaceticacttJ. 
9-|i3.4<Jichlorophenyl)methyl]-2-(4-methoxyphenyl)-5<arte^ 

9-((3.5-dichlorophenyl)methyll-2-(4^ethoxyphenyl)-5<artenwylcarbazol-4-yl}oxyaceticacid. 
9-[i2,3-dimethylptienyl)meJhyl]-2-i4-methoxyphenyl)-5<arbamoykaibazoM-ylJoxyaceticacid. 
9-|i2.4-dimelhylphenyl)methyl]-2M>methoxyphenyl)-5<art^^ 

9-[ (2 5-dimethy Ipheny l)methyl]-2H4-methoxyp^enyl)-5-carbamoylcart)azol-4-yl)oxyacetic acid. 
9-[<2.6-dimethylphenyl)methyl]-2H4-methoxyphe^^ acid: 
9^(3.4-dime«hylphenyl)methyl]-2-i4-methoxyphenyl^5<arbamcylcaibazol-4-ylJoxyacGtic acid: 
9-(i3.5-dimGthylphenyl)methyl]-2H4-methoxyphenyl)-5<arbanioylcarbazol-4-yl}oxyacetK:acid 
94(2.4.6-trimethylphenyl)methylJ-2-(4-methoxyphenyl)-5^rbamoylcarbazol-4-yl|oxyacetic acid. 
9-[(3.5-bis(trffluorc^thyl)phenyl)methyl]-2-(4-methox^ 
9-((2.4-bis(trinuorc™thyl)phenyl)methyl]-2-(4-metho^ 
9-[(2-fluoro-3-tnfluoromemylphenyl)memyll-2-^ 

9-[(2-fluoro-4.(rinuoromethylphenyl)melhyl^ acid 
9-((2-fluoro-5-trifluorc™ethylphenyl)methyl]-2-(4^^ acid. 
9-[(2^UOTO-6-trifluoromethylphenyl)methylh2-(4^ acid. 
9-[(3-fluoro-5-trifluwomethylphenyl)meta^^ 

9-[(4-fluorc~2-trifluoromethylphenyl)m6myl)-2-^ acid. 
9-[<44luoro-3-trifluoromethylphenyl)melhyl^ 

9^3-(2-fluorophenoxy)methyll-2-(4-meIhoxyphenyl)-S^rbamoylcarbazol-4-yl}c^aceticacid. 

943-(4-fluorophenc^)methyl]-2-(4-methoxyphenyl)-5^art»moylcarba2ol-4-yl}oxyaceticacid 

9-[(2-fluoro-3-rnethylphGnyl)methyl)-2-(4-methoxypta^ 

9-[i3-chloro-2-fluc*ophenyl)methyl]-2-(4-methoxy^ 

9-[(2<hlorc^-fluorc?henyl)methyl]-2-(4-methoxypte^ 

9-[l44>rc<Tio-2-nuwophenyl)methyl)-2-(4-metho 

9-|(24)r<xno-54lucfCflhenyl)memyl|-2-(4-methoxyphen^^ acid: 

9-{l3<hlorc^-memylphenyl)methyl]-2-(4HTiethcow^ 

9-[i3<hloro-4-memoxyphenyl)m8thyl]-2-(4HTiethoxypte^ 

9-[l4<nethoxy-3-methylphenyl)methyl]-2-(4-metho^ 

9-[i'44rinuor«Tiethylthioptonyl)methyl^ 

9-[( 1 -brc*io-2-naphthylpheny0methyl)-2-<4-niemoxyphe^ acid. 
9^i2HTiethyl-1-naphthylphenyl)methyl]-2-(4-me^ acid, 
9-[l4-fTiethyl-1-naphthylphenyl)memylJ-2-(4-memo^ 
9-[i6-fTiethyl-2*aphmylph8nyl)methyl)-2-(4<Tielho^ 
9^i2-<(phenylsutfcflyl)memyl)phenyl)iTOthyl)^^ 

9-[<1 -fluorenylmethyl]-2-{4-m8thoxyphenyl)-5-<artjamoylcart)azol-4-yl)oxyacetK: acid: 
9-[f1 -teti3zolyfrnamyl)-2-(4-methcocyphenyl)-5-carbamc3ytcart3azol-4-yl)oxyacetic acid. 
9-[i5-methyM-tetfazolylmethyll-2-(4-rTOthoxyphenyl)-5^ 

9-[i5-benzyl-l -tetrazotylmethyl]-2-(4-methox^enyl)-5^rtoa^ acid. 
9-[(phenyl)memyl]-2-(hydroxymemyl)-5-carbamoyta 

9-((2-phen xyphenyl)methyl]-2-(hydr xymelhylJ-S-carbamoylcarbaz l-4-yl}oxyacetic acid: 
9-[i3i>henoxyphenyl)methyq-2-(hydroxymethyl)-5-carbamoylcart>az l-4-yl}oxyacelic acid: 
9-(t4-phenoxyphenyl)methylj-2-(hydr xymelhyl)-5<art)amoy1cart>azol-4-yl)oxyaceiic acid: 
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9-{(2-nuorophenyl)m lhyl|-2-(hydroxymelhyl)-5-carbamoylcarbai l-4-ylJoxyac tic acid. 
94(3-tiuorcphenyl)methy|]-2-(hydroxym8thyl)-5HMrbanioylcaxbazol-4-yl} xyac tic acid. 
9^(4^uorophonyl)methyl]-2-(hydroxymQthyl)-5«rbamc7lcarbazol-4-ylJoxyaceticacid. 
9-[i2<hk3fophenyOmethylJ-2-(hydroxymethyl)-5-carbamoylcarba2ol-4-yl)oxyacetic acid. 
9-[<3^hlorophenyOmethyl)-2-(hydioxymethyl)^-ca^ 

9-I(4-chk)rophenyl)methyl]-2-(hydroxymethyl)-5-carbamoylcarbaiol-4-ylJoxyacetic acid: 
9^(24>romophenyl)methyl]-2-(hydroxyrTiethyl)-5-carbamoylcarbazol-4-yllo)cyacatic acid; 
9-{< 3-bromopheny l)methyl]-2-(hydroxymethyl)-5-carbamoylcarbazol-4-yl|oxyacetic acid; 
94(4^rc™ophenyl)methyl]-2-thyctrcKymethyl)-5<art>ar^ 

9-[i2H0dcphenyl)mGthyl]-2-(hydrc«ymelhyl)-5^rbamc5ylcarbazol^-yl)oxyace!ic acid- 
9-[(3Hockx*enyl)methyl]-2-{hydrc*ymethy^^ acid 
9-[(4-iodcphenyl)me%l]-2-(hydrc*yme^ acid. 
9-[(2^etamidcphenyl)methy1]-2-(hydroxymethyl)-5^^ 
9-|(3^cetaiTiidophenyl)methy1]-2-(hydroxymethyl)-^ 

94(4-acetamidc^enyl)rnethyl|-2-(hydroxymathyl)-5<arbamoylcarbazol-4-yl|oxyacetic acid. 

9^(2^rbamcylphanyl)methyl]-2-(hydroxymethyl)-5<arbanxvlcart)azol-4-yl)oxyaceticacid. 

94i3<arbamoylphenyl)methyl]-2-(hydroxymethyl)-5<arbanioylcarba2ol-4-y1)oxyaceticacid. 

94!4Harbamoylphenyl)melhylj-2-(hydroxymethyl)-5K:arbamoylcarbazol-4-ylJoxyacetic acid. 

9-[l2^ethylsulfOTylphenyl)rrothyl|-2-(hydroxymet^ 

9-[(3^ethylsulfOTylphenyl)methylj-2-(hydroxyme^ 

9-[(4^ethylsulfOTylphenyl)methylj-2Mhydroxymet^ 

9-[l2HTiethylpheny1)methyl]-2-(hydroxymethyl)-5<art^ 

9-[(3^ethylphenyl)memyl]-2-(hydroxyrTiethyl)-5^^ 

94»4<tiethylphenyl)methyl]-2-(hydroxymethyl)-5H^amoyk»rbazoW-yl}c«yacetic acid 

94i2<mylphonyl)methylJ-2-(hydroxymemyl)-5^rt3amoylcarbazol-4-yl)oxyaceticacid. 

9^(3^mylphenyl)methylj-2-(hydroxymemyl)-5^rte^ 

9-[(4^mylphenyl)melhyl]-2-{hydrco(ymemyl)-5-carbamoylcart3azol-4-yl}oxyaceticacid. 
9-[i2-tnfluorc*Tiethylphenyl)methyl]-2-(hydroxym 
9-[(34rifluoromethylphenyl)methyq-2-(hydroxymefr^^^ 
9-[|4-tnfluoromethylphenyl)methyq-2-(hydroxyme^ 

9-[(<ycloprapyl)methyO-2-(hydroxyniemyl)-5^rbanf»ylcarbazol^l}oxyaceticacid: 
9-[icyclobutyl)mathyl]-2-(hydraxymelhyl)-5-carbamoylcarbazol-4-ylJoxyacetic acid. 
9-[fcyclopentyOmethyl|-2-(hydroxyme%l)-5-cart^^ 

9-[(<^clohoxyl)methyl]-2-(hydroxymethyl)-5*artjamoylcarbazoU-yl}oxyacetic acid: 

9-[l2<Tiathoxyphenyl)nrethyq-2-(hydroxymethyl)-5^rbamcy^ 

9-[i3wTiemoxyphenyl)methy1]-2-(hydfoxym8myl)^^ 

9-[(4^emoxyphenyl)rnethyq-2-(hydrcoeymethyl)-5<arbarrK^lcarbazol^yl}oxyacetic acid; 
9-[(2^thoxyphenyl)memylJ-2-(hydroxynnethyl)-5<arbamoytorbazol-4-yl}oxyace1icacid 
9-[(3^thoxyphenyl)methyl]-2-(hydroxymethyl)-5^rbamoylcarbazol-4-y|}oxyacetic acid. 
9{(4^maxypheny1)methyl]-2-(hydroxymetW 

9-[(2-trifluw«ri8thoxyphenyl)methyl]-2-(h^ acid; 
94(3-trinuoromethoxyphenyl)methy1]-2-(hydroxyme%^ acid: 
9-[t4-trffluorornethoxyphenyl)methy^ acid: 
9H(2^uoromethc*ypheny1)memy1|-2-(hydnoxy^ 

9^(3<lifiuorcfTOthoxyphanyl)methyll-2Hhydroxymemyl)-5H»rbanx)ylcarbazoM 
9^<4Hjinuorcffiethoxyphenyl)methyl|-2-(hydirayme% acid: 
9-[(2^anophonyl)methyl]-2-(hydroxyrnemyl)-5^rt)ariKjylcarba20l^ 
94(3^anophenyl)methyn-2-(hydrc*ym8thyl)-5H^ acid; 
9^(4<^anc^enyl)methyn-2-(hydroxyTT»lhy^ acid: 
94(2?yridyl)methyl]-2-(hydroxymethyl)-5<art>aiTi^ acid: 
94(3i3yridyl)methyl]-2-(hydroxyniemyl)-5Karbamoylcarbazol-4-yl|oxyacetic acid; 
9-[(4^yndy1)rnethylJ-2-(hydroxymethyl)-5<arbanrioylcartjazol-4-yl|oxyaceac acid: 
94(2^uiyl)methylJ-2-(hydroxymemyl)-5^rt)an^lcartoazcM-yl)oxyacoticacid. 
94(34uryl)rTOthyl]-2-(hydfDxymemyl)-5<art)an^lcafbazcM-yl}oxyaceticacid. 
9-[(24hienyl)methyl]-2-(hydroxymethyl)^«Mr^^ 

94(3^ienyl)methyl|-2-(hydroxymemyl)-5H»rt>aj^ tic acid. 

94(2*enzylphenyl)methylh2-{hydrc^ethyl)-5^rt)an^ 

94(3*onzylphenyl)methylh2^hydroxymethyl)-5««rt^^ 
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9-|(4^enzylphenyl)methylJ-2-(hydroxymelhyl>-5<arbarnoylcart»azol-4-yl)oxyacetic acid. 
9-li2-benzoylphenyl)nnethyl]-2-(hycJfOxymelhyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9^(3-benzoylphenyl)me^l|-2-(hydroxymelhyl)-5-carbamoylcarbazol-4-ylJoxyacelicacid. 
9-li4*enzoylphenyl)methyl)-2Mhydroxymethyl)-5<a^ 

9-[(24^enzyloxyphenyl)me%l|-2-(hydrc»(y7T1ethyO-5-carba^K)ylcarbazo^4-yl}oxyacetic acid. 
9-[(3-benzyloxyphenyl)methyl|-2-(hydrc*ymothyl)-5-ca^^ acid 
9-[(4-banzyloxyphenyl)memyl)-2-(hydrco(ymoihyl)-5^rbamcylcarbazol-4-ylloxyacoticacid. 
9-{l2-phenylphenyl)methyl|-2-(hydroxymethyl)-5-carb^^ 

9-[f3^henylphenyl)memyl]-2-(hydroxymethyl)-5^rbamoylrarbazol-4-yl)oxyacetic acid 

9-[i4^henylphanyl)melhyl]-2-(hydroxymethyl)-5-carbamcylcarbazoM-ylh3^aceticacid 

9-1(1 -naphthyl)methyl]-2-(hydroxymethy0-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(2-naphmyl)methyl]-2-(hydroxymethyl)-5-carbarTioylcarbazol-4-yl}oxyaceticacid. 

9-((2 3<jifluorophenyl)melhyl)-2-(hydrc«ymethyl)-5<arbamoyl(arbazol-4-yl)oxyacelicacid. 

9-[(2.4<Jifluorcphenyl)methyl]-2-(hydroxymethyl)-5-caibam^lcartjazol-4-ylJoxyac8licacid. 

9-|i2,5Hjtfluorophenyl)me1hyl]-2-(hydrox^ 

9-((2.6^ifluorophenyl)methyl]-2-(hydroxymethyl)-5^ 

9-[{3 4-difluorophenyl)methyl)-2-(hydroxy^ 

9-[(3.5Hjinuorcphenyl)rrethyl]-2-(hydroxymethyl)-5 

9-[(2 3.4-trifluorophenyl)methyll-2-(hydroxymemyl)-5 

9-[(2.3.5-lrifluorcsJhenyl)methyl]-2-(hydroxymeta^^ 

9-[(2.3.6-trifluorcphenyl)methyl]-2-(hydroxymethyl)-5-cart)am 

9-[(2.4.5-trifluorc^hBnyl)methylj-2-(hydroxymothyl)-5-cart^c7lcarbazol-4-yl}oxyacetic acid 
9-[(2 4,6-trifluorcphenyl)rrathyl]-2-(hydroxymethyl)-5-carb^ 
94<3.4,5-trifluorcphenyl)rT»thyl]-2-(hydroxymeta^^^ 

9-l(pentafluc<ophenyl)methylJ-2-(hydroxymethyl)-5-<afban^lcarbazol-4-ylJoxyaceticacid. 
9-|i2.3-dichlorcpheny0methyll-2-(hydroxymemy0-5-cartjan»y1carbazoM-y»)oxyac 
9-[(2,4-dK:hlorciJhenyl|memyl|-2-(hydroxymemyl)-5-ca acid: 
9-ft2.5-dchtorophenylKiiethyl]-2-(hydroxymemyl^ 

9-[{2.6<lictilorophenyl)methylJ-2-(hydroxymethyl)-5-carbamoylcarbazol-4-ylloxyacelK; acid: 
9-(l3 4HJichlorcijhenyl)methyll-2-(hydroxymemyl)-5-carbam)ylcarbazol-4-yl|oxyacetic acid. 
9-[(3,5-dehtorophenyl)methyl]-2-(hydroxymethyl)-^^ acid: 
9-[(2 3-dimothylphenyl)methyn-2-ihydroxynrethyl^5-carbamc^lcart)azoM-yl)oxyaceiicacid. 
9-[(2,4-dimelhylphenyl)methyQ-2-fhydroxynfiethyl)-S-carbarTK)ylcarbazol-4-yl}oxyacotic acid. 
94(2,5-dimethylph8nyl)methy0-2-fhydroxymethyl)-5-carbamoykarbazol-4-yl|oxyaceticacid: 
9-[(2,6-dim8thylphenyl)melhyO-2Hhydroxym8thyl)-5KMrbamoylcarbazol-4-yl)oxyac©ticacid. 
9-[(3.4-dimethylphenyl)methyq-2-(hydroxynTOlhyl^5<arbantoylcart)azol-4-yl|oxyaceticacid. 
9-|(3>dirTOthylphenyl)melhyO-2HhydroxymelhylV5-<»^ 

9-[l2 4 6-lrimethylphenyl)memyl]-2-(hydrcixymethyl)-5<arbamoylcafb^ol-4-yllc«yacelic acid 
9-[(3.5-bis(trifluoranemyl)phenyl)methyll-2-(^ acid 
9-U2.4-bis(trifluorOTemyl)phenyl)methyl]-2-(M^ acid. 
9-(i2-fluorc-3-triftuorc™emylphenyl)memyll-2-(hydrox^^ 

9-((2-nuc«>4-trifluwomemylphenyl)memyl|-2-(hy^ acid 

9-f(2-nuorc~5-trifluorottiethylphenyl)^ 

9-[i2-fluorc^-trifluorc<nemylphenyl)m8thy^ 

9-[i3-fluoro-S-trifluorc*nethylphenyl)memyl|-2-(hydiDxymethyl)-5-<»rbanxjylra acid 
9-(i4-flucjch2-trrfluoromethylphenyl)metoyl^^ acid. 
94f4-fluorc>3-trrfluorc<nethylphenyl)nrMmyl^ 
9-[3-(2-fluorophenoxy)methyl)-2-(hydro^ 

9-{3-(4-nuorcphenoxy)m8thylJ-2-(hydro)cymethyl)-5-cart)anK)ykarbazol-4-yl (oxyacetic acid. 

94i2-fluOTCr3-tn8thylphenyl)nrathyll-2-(hydroxym 

9-[i3<hloro-2-nuorcf)henyl)methyV2-(hydrQty^ 

9-((2«:hlc«>^-fluOTcphenyl)methyl]-2-(hydro^ acid. 
9-[l4-brcm>-2-fluwcphenyl)methyl]-2-(hydrc^^ acid. 
9-[i2*rc^-5-nuorc^enyl)methyl]-2-(hydrox^ 
9-[i3<hlc*c^-methylphenyl|methyl]-2-(hydroxymethyl)-5^ 

9-[t3<hloro^-methc*yphenyl|methyl|-2-(hydroxyiTOto^^ acid. 
9-[<4-meth xy-3-methylphenyl)methyn-2Mhydrc«ymamyO-5<arbamoylcart>az >-4-yl)oxyacelic acid: 
9-{(4-tnfluoroni thyimic|)henyl)methylJ-2-(hydroxymemyl)-5-<art)atTXjylcart)azot-4-yl|oxyac tic acd 
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9-[( 1 ^romo-2^phthylphenyl)methyl]-2-(hydroxymelhyl)-S-carbamoylcartJa2ol-4-ylloxyacelic acid. 
9-(l'2-methyl-1 -naphthylph nyl)methyl|-2-(hydroxymethyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(4^emylO-naphmylphenyl)methyl)-2Mhydroxymethyl)-5-carbamoylcarbazol-4-yl|oxyacetic acid. 
9-[(6^ethyl-2^aphthylphenyl)methyl]-2-(hydroxymethyl)-5-caf^^ acid. 
9-[i2-((phenylsulfonyl)methyl)phenyl)methyll-2-(ty^ acid 
9-[l 1 -fluorenylmelhyl]-2-(hydroxymethyl)-5-caibamoytearba2ol-4-yl|oxyacotic acid. 
9-(( 1 -tetrazolylmethyl)-2-(hydroxymethyl)-5-carbamoylcarba2ol-4-ylJoxyac9lic acid, 
9-[l5<nethylO^elrazoVlmethyn-2-(hydroxymelhy0-5^rbanK)ylcarbazol-4-y|}oxyacolicacid. 
9-((5^enzyl-l-tetrazolylmethyl)-2-(hydroxymethyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-[(phenyl)m8thyl|-2-(molhQxymelhyl)-5-carbamoyfcarbazol-4-yljoxyacetic acid. 
9-[{2i>henoxyphenyl)methyl]-2-(methoxymethyl)-5<arbamoykarbazoM-yl)oxyacaticacid 
9-I(3^henoxyphenyl)methyl]-2-(methoxymethyl)-5<» 

9-|i4i3henoxyphenyl)methyO-2Hmethoxymethyl)-5^rbamoylcarbazol-4-ylloxyacelcacid. 

9-[(2-nuorophenyl)methyl|-2-(methc«yfTiemyl)-5<arbamoylcarbazol-4-yl}oxyacetic acid: 

9-[(Wluorcphenyl)methyll-2-(methoxymelhyl)-5-carbanioylcarbazol-4-ylfoxyacetic acid: 

9-[i'4-fluorcphenyl)methyl|-2-(memcocymelhyl)-5-carbamoylcart)azol-4-yl|oxyacetic acid: 

9-[('2<hlorophenyl)mathyl]-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid 

9^(3<hlorophenyl)methyl]-2-(methoxymethyl)-5<arb^^ 

9-[f4^hlorophenyl)methyl]-2-(methc^methyl)^ 

9-[i2*romophenyl)methyl]-2-(rTTOthoxymethyl)-5^arbarrx)ykarb^ 

9-[l3*rc™cphenyl)methyl]-2-(methoxymethyl)-5^rb^ 

9^(4HtfCfnophenyl)niethyl]-2Mmethoxymethyl)-5^to 

9-[(2-ioctophenyl)methyl)-2-(methoxymethyl)-5^ acid. 
9-[<3-Kxiophenyl)methylj-2-(nrethoxymefr 

94<4nock)phenyl)memyl]-2Mn^thoxymethyl)-5^rtMmoylcart)azol-4-yl}oxyaceticacid. 
94i2^cetamidophenyl)methyl)-2-(methoxymethyl)-5-cart)amoylcart)azol-4-yl|oxyacetic acid. 
9-[(3^cetamidophenyl)methyl]-2-(methoxymalliyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-I{4^cetamidcphenyl)methyll-2-(methoxymethy^^ 

9-[l2<arbarrioylphenyl)memyll-2-(m8lhoxyrnelhyl)-5-carbamoylcarbazol-4-yl)oxyacelicacid 
9-[(3^rbamc7lptwnyl)methyi]-2-(methoxymethyl)-5-carbamoylcart5azol-4-yl}oxyaceticacid: 
94(4^rt»mcylphenyl)methylj-2-(methoxymeth^ 
9-|l2^ethyl9ulfonylphenyl)methyl]-2-(melhoxymethyl)-5^ 

9-[i3^emyl8Ul(cflylphenyl)methylh2-{methoxym8thyl)-5<artefTK^IcarbazoM-yl}oxyacGticacid. 
9-|(4HTiemyl6ulfonylphenyl)methyl]-2-(methoxymethyl)-5Karbanfxjylcarbazol-4-yl}oxyaceticacid. 
9-[(2^ethylph8nyl)melhyl]-2-(m9lhoxymethyl)-5-carbamoylcafbazol-4-yl|oxyacettcacid 
9-[i3^ethylphenyl)memyl]-2-(methoxymemyl)-5^artamoy!carbazol-4-yl|oxyac9tic acid 
9-I(4-methylphenyl)methyl]-2-(methoxymethyi)-5-cart3amoy lea rbazol-4-yl|oxyacetic acid, 
9-[(2^thylphanyl)methyl]-2-(fTiethoxyme1hyl)-5-carbamoylcarbazol-4-yl(oxyacetic acid: 
9-[(3^thylphenyl)mothyl)-2-(mBthoxyrn8thyl)-5<arbarTxvlc8rbazol^-yl|oxyacetic acid. 
9K(4^thylphenyl)n»thylj-2-(rnelhoxymethyl)-5<^anioylcarbazol-4-yl)oxyacoticacid. 
94f2Hnfluoromethylphenyl)methyll-2-(methoxymethyl)-5^^ 
94(34nfluorc«iiethylphenyl)methyl]-2-(methoxym 

9-[(44rffluoromethylphenyl)methyn-2Mmethoxyrr»thyl)-5<arbamoylcarbazol-4-yl}oxyaceticacti 
9-[icyclc*jropyl)methyl]-2-(m8thoxym8thyl)-5^^ 

9-[((7clc*utyl)mathyl]-2-(methoxymethyl)-5^rbamcylcarbazol-4-yl}oxyaceticacid. 

9^(cydcpentyOmalhyl|-2-(m8thoxyrnethyl)-5^rbamc^lcart)azol^yl)oxyac8ticacid. 

94(cydciiexyl)malhyl)-2-(metho)(ymethyl)-5<arbanx)ykart>azoU-ylloxyac8tic acid. 

9-{i 2<nettroxyphenyl)methyq-2-(methoxymethyl)-5^rt)amoylcart>azoM-yl}oxyacetic acid. 

9-[(3^ethoxyphenyl)methyl]-2-(memoxyniethyl)-5-carbamoylcart)azol-4-yl}oxyacetic acid. 

9-[(4<nemoxyphenyl)methy1]-2-(methoxymethyl)^^^ 

9-[(2^thoxypbenyl)methyl]-2-(methoxymethyl)-5K» 

9-[(3<thoxypheny1)memyll-2-(methoxymethyl^^ acid 
9-[<4<thoxyphenyl)methyl]-2^metrwxymeto^^ acid 
9-[(2-triflucromethoxyphenyl)memyl]-2-(metho^ acid: 
94(3-trifluc«nrathoxyphenyl)mettiyl]-2-(meth^^ acid. 
9-[(4-trifluoroniethoxyph nyljm myl]-2Mmethoxymethyl)-5-cart)amoylcart>azol-4-yl|oxyacetc acid: 
9-[(2-dinuoromethoxyphenyl)methyl|-2-fmeth xytnelhyO-5-carbamoylcarbazol-4-yl}oxyacotic acid: 
9-[(3-dinuoromethoxyphenyl)m thyl|-2-(meth xyme«hyl)-5-carbamoylcart)azol-4-yl)oxyacetlc acid. 
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9-|(4^inuorOTethoxyphenyl)melhylj-2-|melhoxymethyl)-5-carbanioylcarba2ol-4-ylJoxyacetic acid 
9-[(2<yancf)henyl)methyl]-2-(methoxymethyl)-5<arbamoylcarbazol-4-yl}oxyaceticacid 
9-[(3-cyanophenyl)meihyl|-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl}oxyacetic ac«J. 
9-|{4-cyanoph©nyl)methyl]-2-(methoxymethyl)-5-carbanx)ylcarbazol-4-yl)oxyacetic acid 
9-{{2-pyridyl)rTi8thyl]-2-(methco(yrnethyl)-S-carbanioylcarbazol-4-yl}o)(yacetic acid. 
9-[(3-pyridyl)rnethyl|-2-(methoxynriethyl)-S-carbamoylcarbazol-4-yl}oxyacelic acid. 
9-[(4-pyndyl)methyl]-2-(methaxymethyl)-5<arbamoylcarbazol-4-yl}oxyacetic acid. 
9-[i2-furyl)melhyl]-2-(methoxyrnethyl)-5-carbarnoylcarbazol-4-ylJoxyacotic acid. 
9-[f3-furyl)methyl]-2-(methoxymethyl)-5-^rbamoylcafba20l-4-yl)oxyacetic acid. 
9-[i2-thienyl)methyl]-2-(rnethaxymethyl)-5-carbamoylcarbazol-4-yl}oxyacetK: acid 
9-[i3-thienyl)melhyl]-2-(methoxymethyl)-5-carbamoylcarbazoM-ytJoxyacetic acid 
9-|(2-benzylphenyl)methyl|-2-(meihoxymelhyl)-5-cart)amoy lea rbazol-4-yl|oxyacetic acid. 
9-[('3-benzylphenyl)methyl]-2-(methoxymethyl)-5-ca rbamoy lea rbazol-4-yl)oxyacelic acid: 
9-[[4-benzylphenyl)methyl]-2-fmethoxymethyl)-5-carbamoy lea rbazol-4-yl|oxy acetic acid 
9-|l'24>enzoylphenyl)methyl]-2-(rriethoxyfTiethyl)-S-carbamoylcarbazol-4-yl|oxyaceticacid 
9-[(34>8nzcylphenyl)methyll-2-(mBthoxymethyl)-5^itamoylcarbazol-4-yl|oxyaceticacid 
9-[(4-b8nzoylphenyl)methyl|-2-(m8thoxymethyl)-5-carbamoylcart)azol-4-ylloxyacetic acid. 
9-{l2-benzyloxyphenyl)melhyl]-2-(methoxyrnethyl)-5-caibamoylcarbazol-4-yl|oxyacetic acid: 
9-[i'3-benzyloxyphenyl)methyl|-2-(methoxymethyl)-5-cart>amoylcartjazol-4-yl|oxy acetic acid 
9-[i4-b8nzyloxyphenyl)methyl]-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-[(2-phenylphenyl)melhyl]-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl|oxyacetcacid. 
9-[(3-phenylphenyl)methyl]-2-(methoxymethyl}-5-carbamoylcaibazol-4-ylloxyacetc acid 
9-[(4-phenylphenyl)methyl|-2-(methoxymethyl)-5-caitiamoylcart3azol-4-ylfoxyaceticacid. 
9-j(1-naphthyl)methyl|-2-(methoxymethyl)-5-carbamoylcart)azol-4-yl|oxyacetic acid. 
9-|(2-naphthyl)melhylj-2-(melhoxymethyl)-5-carbafTioylcart)azol-4-yl)oxyacelicacid 
9-|i23^ifluorcphenyl)melhyl]-2-(methoxymelhyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid. 
9-[(2.4Klifluorophenyl)meihyll-2-(methoxymethyl)-5HarbamcylcarbazcH-4-yl|oxyacaticacid 
9-[i2.5^ifluorophenyl)meJhyl]-2-(meihc«ymethyl)-5-carbamc7lcarbazol-4-y1joxyacelicacid. 
9-[(2 6-diflucffCX3henyl)melhyl]-2-(methoxymelhyl)-5-ca(bamoylcarbazol-4-yl)oxyacelic acid. 
94(3.4niifluorophenyl)methyl|-2-(methoxymethyl)-5-(»rt»rTK^ acid. 
9-[f3,5<)ifluor<^henyl)methyl]-2-(methoxym8lhyl)-5-carbamoylcarbazol-4-ylJoxyacetic acid 
9-[(2.3 4-trifluorophenyl)methyl)-2 (melhoxymelhyl)-5<artoarTK>ylcarbazol-4-yl}oxyacelic acid. 
9-[(2 3 5-trifluorophanyl)methyl)-2-(methoxymethyl)-5-carbamoylcarbazol-4 yl)oxyacelic acid. 
9-[(2.3.6-trtfluorophenyl)methyl)-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
9-[(2.4 5-tnfluorophenyl)methyl]-2-(melhoxymethyl)-5-carbamoylcarbazol-4-ylloxyaceIic actd: 
9-[(2.4 G-tnfluorophQnyl)methyl]-2-(melhoxymethyl)-5-carbamoylcarbazol-4-yl}oxyacelic acid. 
9-((3 4.5-trinuorophanyl)methylJ-2-(methoxyrriethyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid. 
9-[(pentafluorcphenyl)melhyl]-2-(methoxyrriethyl)-5^rbanicylcarbazoM-yl|oxyaceticacid 
9-[(2.3^it^torophenyl|mathylh2-(methoxymethyl)-5-<aitoarnoylcarbazol-4-yl[oxyaceticacid. 
9-[(2 4Hjichlorcflhenyl)methyl|-2-(mothoxymethylh5-(^^moylcart)azo)-4-yl|oxyacetic acid 
9-[(2 5^ichlofophenynmethylh2-(methoxyniethyl)-5-caibarnoylcart)azol-4-yl)oxyacetic acid. 
9-[(2.6^ic^lorophenyl)methylJ-2-(m8thoxymethyl)-5^ibamoylcarljazol-4-ylJoxyaceticacid 
9^i3.4-dichlorophenyl)melhylh2-(methoxyniethyl)-5Harbamc7teart^oM-yl|oxyaceticacid 
9-[(3.5-dichlorophenyl)melhyl]-2-(methoxymethyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9^(2.3^imethylphenyl)methyn-2Hmetho>(yme%l)-5^rbamcylcarbazol^ylJoxyaceticacid 
9-l{2,4-dtmethylphenyl)melhyn-2HrnethoxyTnethyl)-5K»rb^ 

9-|(2 5Klimethylphenyl)methyn-2-(methoxym8thyl)-5KarbanTOylcatbazol-4-yl|oxyaceticacid. 
9-[(2 6<Jirriethylphenyl)malhyl]-2-(methoxyaietfiyl)-5-carbamoylcarbazol-4-yl(oxyacetic acid. 
9-[(3.4-dirnethylphenyl)methyl]-2imemoxymethyl)-5-wrbamoylcarbazol-4-yl}oxyac8tic acid 
9-[i3.5Hjimelhylph8nyl)methyO-2imethoxymethyl)-5-cart3amoylcarbazol-4-yl)oxyacQtic acid 
9-[(2 4.6-trimethylphenyl)melhylJ-2-(methoxym8thyJ)-5<arbanToylcaibazol-4-yl}oxyac8tK: acid. 
9-[(3.5-bis(trifluorcmethyl)phenyl)mathyl|-2-(memoxymethyl)-5^rbamcylcarbazcJ-4-yl}oxyacelK: acid. 
9^2.4-bis(trifluc*omethyl)phenyl)methylj-2-(methoxy 

9^(2-fluorc-3-tnfluorOTethylphenyl)memyl]-2-(methoxy^ acid. 
9^f2^luorc-4-trifluoromethylphenyl)methyll-2-(nTOthoxym acid 
9-|<2-fluoro-5-trifluorc4nelhylphenyl)methyl]-2-(methox^ acid 
94<2-fluoro^-trinuorc<nethy!phenyl)methyl]-2-(m8thox^^ 

9-[<3-nuorc-5-trinuorcmemylphenyl)methylh2-(nrathoxyme^ acid 
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9-[(4^uoro-2-tnfluorOTethylphenyl)meUiyl]-2-{methox acid. 
9-[t44luoro-3-tnfluoromethylph8nyl)m8thyl]-2-(metho^ 

9-[3-(2 fluorophenoxy)methyl|-2-(methoxymelhyl)-5-carbamoylcarbazol-4-yl]oxyacetic acid: 
9-[3-(4-fljorophenoxy)rnethyl]-2-(methoxymelhyl)-5-carbamoylcarbazol-4-yl|oxyacetic acid. 
6 9-[i2-nuorc^3-methylphenyl)methyl]-2-(methoxyiTieUiyl)-5-carban>oylcarbazol-4-ylloxyacetic acid. 

9-[(3<hlorc^2-fluorophenyl)melhyl]-2-(methoxyrT^thyl)-5H»rbamoylcarba2ol-4-yl|oxyaceticacid. 
9-[i2<htorc^-fluofophenyl)methyl]-2-(metho^ acid: 
9-[(4-bromo-2-fluofophenyl)mathyll-2-(methoxymeto^^ 

9-[i'2^romo^-nuorophenyl)methyl]-2-(methoxymethyi)-5Haiban%)ylcarba2ol-4-yl|oxyacetic acid 
to 9-[i3^htoro^-met(iylphanyl)melhyl|-2-(melhoxymethyl)-5^rbarnoyicarba2ol-4-yl}oxyacetic acid 

9-(i3^hkDrcMj-methoxyphenyl)me!hyl]-2-(methoxymethyl)-5<artwrrioylcarbazol-4-yl}oxyacetic acid: 

9-[(4^elhoxy-3-rTiethylphenyl)rnethyl|-2-(me!hoxymethyl)-5<arbamoylcarba2ol-4-yl}oxyacetic acid. 

9-[(4-tnfluoromelhylthiophenyl)methyl]-2-(melhoxymathyl)-5-carbarTioylcarbazol-4-yl)oxyacetic acid 

9-[( 1 -bromo-2-naphthylpheny l)methy l]-2-(methoxymethy l)-5-carbamoylcartiazol-4-y IJoxyacetic acid 
is 9-[(2-methyl-1 <iaphthylphenyl)rnethyl]-2-(methoxyrnethyl)-S<art>amoylcarba20l-4-yl}oxyace1ic acid: 

9-[(4-methyl-lHiaphthylphenyl)rnethyl]-2-(mQthoxymethyl)-5-cart)amoylcarbazol-4-yl}oxyacetic acid: 

9-[(6-methyl-2<iaphlhylphenyl)methyl]-2-(methoxynriethyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid. 

9-[<2-((phenylsulfcnyl)methyl)phGnyl)methylJ-2-(rnelhoxym8thyl)-5<arbamoyk»rbazol-4-ylJoxyacetic acid. 

9-[i1-fluorenylmethyl]-2^methoxymethyl)-5-carbamoylcarbazol-4-yl)oxyac8ticacid. 
so 9-[0-tetrazolylmethyt]-2-(mothoxymathyl)-5^fbamoylcarbazol-4-yl|oxyacetic acid. 

9-[('5-methyl-14elrazoyimethyl]-2-(methoxymelhyl)-5<arbamoylcarbazol-4-ylloxyacelicacid. 

9-[(5-banzyM-tetrazolylm8thyl)-2-(methoxyrriethyl)-5<aita 

9-[(phenyl)methyl]-2-(2-luranyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid: 

9-[(2-phenoxyphenyl)methyl]-2-(2-(uranyl-5-cait>amoylcarbazol-4-yl)oxyaceticacid 
2S 9-l(3-ph8noxyphenyl)methylJ-2-(2-furanyl-5-carbamoylcart]azol-4-yl)oxyacetcacid. 

9-K4-phenoxyphenyl)methyO-2-{2-furanyl-5-carbamoylcarbazol-4-yl)oxyac8ticacid: 

9-[(2-fluorophenyl)methyl]-2-(2-furanyl)-5-carbamoylcart3azol-4-yl|oxyaceticacid, 

9-[(3-fluorophenyl)m8thyl]-2-(2-furanyl)-5-cart>arnoylcarbazol-4-yl)oxyacetic acid. 

9-[(4-fIuorophenyl)melhyl]-2-(2-furanyl)-5-carbamoylcartazol-4-yl}oxyacelicacid. 
30 9-[(2^lorcphenyl)methyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-yl]oxyacetcacid. 

9-[(3^hlorophanyl)methyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-yl]oxyacetcacid. 

9-[(4-chlorophenyl)melhyl]-2-(2-furanyl)-5-ca rbamoy tea rbazol-4-yl)oxyacetic acid 

9-[(2-bromophenyl)methyl)-2-{2-furanyl)-5-carbaiTK>ylcarbazol-4-yl(oxyacetic acid. 

9-[(3-bromophenyl)methylj-2-(2-furanyl)-5-carbamoylcarbazol-4-yl|oxyacelic acid. 
3S 9-[(4-bromophenyl)rnethyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-[(2-iodophenyl)methyll-2-(2-luranyl)-5-carbamoylcarbazol-4-yl)oxyace tic acid. 

9-I(3-kxJophenyl)rnethyl]-2-(2-furanyl)-5-carbamoylcart)azol-4-ylJoxyacetic acid: 

9-[(4-iodopheny1)methyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-yl)oxyaceticacid: 

9-[(2-acetamidophenyl)m8thyl]-2-(2-furanyl-5-carbamoylcarba70l-4-yl}oxyaceie acid. 
■m 9-[(3^cetamick3phenyl)methyl]-2-(2-furanyl-5^rt>arTraylcarbazol^-yl|oxya(» acid, 

9-[(4^cetamictophenyl)methyl]-2-(2-furanyl-5^rbarTioylcarbazol-4-yl|oxyacelic acid. 

9-[(2^arbamoylphenyl)rTiethyl]-2-(2-furanyl-5-carbamoylcarbazol-4-yl)oxyacelicacid. 

9-[(3<arbamoylphenyl)melhyi]-2-(2-furanyl-5^rt)arTOylcartazol-4-y1|oxyacetic acid. 

9-[(4<arbamoylphenyl)methy1]-2-(2-furanyl-5^rt>afTK^ 

9-[(2^ethylsulfonylphenyl)memyl]-2-(2-furanyl-5^rban^ 

9-[(3^ethylsulfonylphenyl)methyl]-2-(2-furanyl-5<art)amoylcarbazol-4-yl)oxyaceIic acid. 
9-[(4^8thylsulfonylphenyl)methylj-2-(2-fura^ 

9-[l2-methylphenyl)methyl]-2-(2-furanyl)-5-cart)amoy lea rtazo)-4-yl}oxyacetic acid. 
9-[(3-methylph8nyl)melhyl]-2-(2-furanyl)-5-carbamoy lea rbazol-4-yl)oxyacetic acid. 
so 9-{(4^e%lph8nyl)methyl]-2-(2-furanyl)-5<afbarTx^karbazol-4-ylfoxyacetic acid. 

9-((2-ethylphenyl)melhyl)-2-(2-luranyl)-5<arbanrioylcarbazol-4-yl}oxyacetic acid 
9-[i 3-ethy Ipheny l)methy l}-2-(2-f urany l)-5-carbamoylcarbazol-4-y IJoxyacetic acid 
9-[(4^thylph8nyl)methyl)-2-(2-furanyl)-5<arbamoylcarbazol-4-ylloxyacetic acid 
9-[(24nfluororTiethylphenyl)n^lhyn-2-(2-fura^^ 

9-[(3-trifluoromethylphenyl)methyl]-2-(2-f uranyl)-5<arbamoylcarbazol-4-yl[oxyacetic acid: 
9-[l4-tnfluoromethylphenyl)methyl]-2-(2-luranyl)-5<ai^ acid. 
9-[lcyclopropyl)methyl]-2-(2-(uranyl)-5-carbarnoylcartiaz l-4-yl)oxyacetic acid: 
9-[(cyctodutyl)meihyl)-2-(2-luranyl)-5-carbamoylcart)azo)-4-yl(oxyac tic acid. 
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9-[(cyclopeniyl)melhyl|-2-(2-furanyl)-5<arbanx3ylcarbazol-4-yl)oxyaceticacid. 
9-|(cyclohexyl)rTiethyl|-2-(2-luranyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid 
9-|i'2-methoxyphenyl)melhyl]-2-(2-luranyl-5-carbamoylcarba20l-4-yl)oxyacetic acid 
9-|(3-me!hoxyphenyl)methyl]-2-(2-furanyl-5-carbamoylcart3a2ol-4-y|}oxyacetic acid 
9-|(4-methoxyphenyl)melhyl]-2-(2-furanyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9|{2-oihoxyphGnyl)mothyl|-2-(2-Juranyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid; 
9-[(3-ethoxyphonyl)melhyl)-2-(2-luranyl)-5-carbamoylcarba2ol-4-yl(oxyaceticacid: 
9-[(4-ethoxyphenyl)melhyl]-2-(2-furanyl)-5-cart)amoylcafbazol-4-yl|oxyaceticacid 
9-|(2-trifluorc*Tiethoxyphenyl)methyl]-2-(2-furanyl)-5-cart)amoylcarba20l-4-yl)oxyacetic acid 
9-((3-lrifluofonriethoxypheriyl)methyl]-2-i2-luranyn-5-carbamoylcart>azol-4-yl}oxyacetic acid 
94i4-lnnuoromethoxyphenyl)methyl]-2-(2-furanyn-5-carbaiTK)ylcart>a2ol-4-yl}oxyacetic acid. 
9-|(2^ifluorc«Tiethoxyph9nyl)methyl|-2-(2-luranyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-|(3-difluoromethoxyphenyl)methyl|-2-(2-luranyl)-5-carbamoylcarbazol-4-yl|oxyacelicacid 
9-|(4-di(luoromethoxyphenyl)rriethyl|-2-(2-furanyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid 
9-|(2-cyanophenyl)melhyl]-2-(2-furanyl)-5-carbarncylcart3azol-4-yl|oxyacelic acid. 
9-((3-cyanophenyl)methyl|-2-(2-furanyl)-5-carbamcylcarbazol-4-yl|oxyace1ic acid 
9-((4K7anophenyl)melhylj-2-(2-furanyl)-S-carbamoylcarbazol-4-yl|oxyaceticacid. 
9-(t2-pyndyl)melhyl]-2-(2-fufanyl)-5-carbamoylcarba2ol-4-yl}oxyaceticacid. 
9-[(3-pyridyl)m8thyl]-2-(2-luranyl)-5-carbamoylcarba2ol-4-yl}oxyaceticacid. 
9-[i4-pyridyl)methyl|-2-(2-furanyl)-5-carbamoylcarba2ol-4-yl}oxyacetcacid. 
9-[(2-luryl)melhyl)-2-(2-furanyl)-5-carbamoylcarba2ol-4-yl)oxyaceIicacid. 
9-[f3-luryl)melhyl|-2-(2-ruranyl)-5-ca rbamoy tea rbazol-4-yl}oxyacetic acid. 
9-[(2-lhienyl)melhyl)-2-(2-furanyl)-5-carbarTioylcait)a20l-4-yl}oxyacelicacid. 
9-[(3-thienyl)methyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-ylioxyacetteacid: 
9-|(2-ben2ylphenyl)methyl|-2-i2-furanyh-S-carbamoylcarba20l-4-ylloxyacelic acid. 
9-[i3-ben2ylphanyi)methyl]-2-(2-luranyl)-5-carbamoylcarbazol-4-yl|oxyaceticacid 
9-[f4-ben2ylphenyi)methyl)-2-(2-furanyn-5^arbamoylcarbazol-4-yl|oxyaceiicacid 
9-ll2-ben2oylphenyl)methyl|-2-(2-luranyl-5-carbamoylcarbazol-4-yl|oxyacetic acid 
9-[(3-ben2oylphenyl)methyl|-2-(2-luianyl-5-carbarnoylcarba2ol-4-yl}oxyacolicacid- 
9-[i4-ben2oylphenyl)methyl|-2-(2-Iuranyl-5-cafbamoylcarba2ol-4-yl|oxyacetic acid. 
9-[(2-benzyloxyphenyl)methyl]-2-(2-furanyl-5-carbamoylca*azol-4-yl|oxyacetic acid 
9-[(3-benzyloxyphenyl)meIhyl]-2-(2-furanyl-5-carbamoylcartoazol-4-ylloxyacelicacid 
9-[(4-benzyloxyphenyl)methyl|-2-(2furanyl-5-carbamoylcarbazol-4-yl}oxyacetic acid 
9-[(2-phonylphonyl)methyl]-2-(2-furanyl)-5-carbamoylcaibazol-4yl|oxyaceticacid; 
9-({3-phenylphonyl)melhyl]-2-(2-furanyl)-5-carbamoy lea rbazol-4-yl)oxyacetic acid, 
9-|(4-phenylphenyl)mothyl]-2-(2-luranyl)-5-carbamoylcarbazol-4-yl)oxyacelicacid: 
9-[(1-naphthyl)me1hyl]-2-(2-luranyl)-5-carbamoylcafbazol-4-ylloxyaceUc acid. 
9-((2-naphthyl)methyl]-2-(2-furanyl)-5-carbamoylcarbazol-4-yl|oxyacotic acid. 
9-[(2 3-difluorophenyl)melhyl]-2-(2-furanyl-5-carbamoylcart)a20l-4-yl}oxyacetic acid 
9-[i2 4-difluaophenyl)melhylj-2-{2-furanyl-5<arbamoylcarbazol-4-yl}oxyacetic acid 
94i2.5KJinuorophenyl)rnethyl]-2-(2-furanyl-5<arbamoylcart)a2ol-4-yl}oxyaceticacid 
9-|(2.6-difluorophenyl)melhyl]-2-(2-luranyl-5-carbamoytearba20l-4-yl|oxyaceticacid 
9-((3 4-dinuorophenyi)methyl)-2-(2-furanyl-5-carbamoytearba2ol-4-yl|oxyaceticacid 
9-[(3 5Hiinuorcphenyl)iTOlhyl|-2-(2-furanyl-5<arbamcvlcarba2cJ^-yl)oxyacetic acid 
9-[(2 3 4-trinuorophenyl)methyll-2-(2-furanyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: 
9-[(2 3 5-trinuorophenyl)niethyl]-2-(2-furanyl-5-carbamoylcarba20l-4-yl|oxyacetic acid: 
9-[(2.36-lrifluorophenyl)methyl]-2-(2-furanyl-5-carbamoytearbazol-4-yl}oxyacetic acid: 
9-|(2.4.54rifluorc^henyl)methyll-2-(2-furanyl)-5-carbamoylcarta2ol-4-ylJoxyacetic acid. 
9-[(2.4.64rifluorophonyl)methyl]-2-(2Wuranyl)-5<aitarTK>ylcarba2ol-4-ylioxyaceticaad. 
9-[(3.4 5-trifluorophenyl)i7iethyl]-2-(2-furanyl-S-carbamoylcarbazol-4-yl}oxyacetic acid 
9-[(pentafluorcphenyl)methyll-2-(2-furanyl-5^rbamoylcarb^ol^-yl}oxyacetic acid. 
9-[(2.3-dichlorophenyl)methyl]-2-(2-furanyl-5-carbamoylcarbazol-4-yl}oxyaceticacid 
9-[(2.4-dichlorcphenyl)methyl]-2-(2^uranyt-5Harbanx>ylcarbazol-4-yl}oxyacetic acid. 
9-[(2,5^tehtorcphenyl)methylJ-2-(24uranyl)-5^art)amcylcarbazcJ^-yl)oxyaceticacid 
9-[{2 6-dichtorophenyl)methyl)-2-(2-(uranyl-5-carbamoylcaibazol-4-yl|oxyaceticacid 
9-1(3 4<lichtorophenyl(methylj-2-(2-(uranyl)-5-carbamcylcarba2ol-4-yl)oxyacetic acid 
9-[(3 5<lichlwcphenyl)memyli-2-(24uranyl)-5<arbamc3ylcarbazol-4-yl}oxyacetic acid. 
9-((2.3-dimelhylphenyl)methyi]-2-(2-furanyl)-5-cartjamoylcart)azol-4-ylI xyacetic acid. 
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9-[i2.4-dimelhylphenyl)methyl]-2-i2-furanyl)-5-carbamoylcafbazol-4-yl}oxyaceticacid. 

9-[(2.5^ime1hylphenyl)methyll-2-(2-funanyl)-5-cart)amoylcarbazol-4-yl|oxyaceticacid: 

9-((2.6-dimelhylphenyl)melhyll-2-i2-furanyl)-5-carbamoylcarbazol-4-yl(oxyaceticacid 

9-[(34-dimathylphenyl)methyl)-2-(2-ruranyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-|(3.5-dimethylphanyl)methylj-2-(2-furanyH 5-carbamoylcarbazol-4-yl|oxyacetic acid. 

9-[{2,4,6-trimothylphonyl)memyll-2-(2-furanyl)-5s»rbamcylcarbazol-4-ylloxyaceticacid. 

94(3,5-bi8(tnfmoromsmyl)phenyl)mothyl]-2-(2-furanyl)-5^rbamoylcarb^ol-4-yl|oxyaceticacid: 

9-[(2,4-bis(trinuorcfflelhyl)phenyl)methyl|-2-(24uranyl)-5^rbamoylcarbazol-4-yl)oxyaceticacid. 

9-[(2-nuorc-3-trifluorwnethylphenyl)met^ 

9-[(2-fluoro^-trifluoromethylphenyl)methylh2^ acid: 
9^(2-Huorc-5-trinuorofnethylphenyl)melhylh2-(2-furanyl)-5^fbarnoylcarbazol-4-yl}oxyacetic acid. 
9-[(24luoro^-trilluoromethylphenyl)methyll-2-(2-furanyl)-5Harbamoylcarbazol-4-yl|oxyacetic acid: 
94(34luoro-5-trifluoromelhylphenyl)memyl]-2-(2-furanyl)-5Harbamoylcarbazol-4-yl)oxyaceticacid: 
9^4-fluoro-2-trinuoromelhylphenyl)memyl]-2-(2-furan^)-5-carbanTOylcarbazol-4-yl}oxyacel^ 
9-[i4-fluoro-3-trinuorc™ethylphenyl)methyll-2-^ 

9-[3-(2-fluorophenoxy)methyll-2-(2-(uranyl-5-carbatnoylcarbazol-4-yl}oxyaceticacid. 

9-[3-(4-fluorophenoxy)methyl]-2-(2-furanyl-5-carbamoylcarbazol-4-yl}oxyaceticacid: 

9-[^2-fluorc-3-methylphenyl)tTi8thyll-2^2-ruranyn-5^rbarrH3ylcarbazol-4-ylJoxyaceticacid^ 

9-[(3<hlorc-2-fluorc^henyl)methyV2-(24ura^ 

9^(2<hloro^-fluorc^henyl)methyll-2-(2-{urany0^^ 

9-[i4*romo-2-fluorc^henyl)methyl]-2-(2-furanyl-5<^ 

9-[(2-brom(>-5-nuorcphenyl)memyl]-2-(2-fu^ 

9-[( : 3<hloro^-memylphenyl)methyl]-2-(24uranyl)-5-(art)amcvlcarbazoM-ylloxyacetic acid: 
9-[(3<hlofo-4^ethoxyphenyl)methyl]-2-(2-furany^ 

9-((4^ethoxy-3-mothylphenyl)methyl|-2-(2-furanyl)-5^rbamoylcarbazol-4-yl}oxyaceticacid; 
9-[(4-trifluoromethylthicphenyl)methyl)-2-(2-luranyl)-5^arbamoylcarbazoM-yl)oxyaceticacid. 
9-[( 1 -brOTO-2^aphthylphenyl)melhyl]-2-{2-furanyl)-5^rbanioylcarbazol-4-yl}oxyacetic acid. 
9-[(2-meihyl- 1 <iaphthylphenyl)methyl]-2-(2-furanyl)-5^rbannoylcarbazol-4-yl)oxyaceric acid: 
9-[(4^ethyl-1^aphthylphenyl)methyl]-2-(2-furanyl)-5Harbamoylcarbazol-4-ylloxyacelicacid. 
9-[{6^ethyl-2-naphmylphenyl)melhyl]-2-(2^uranyl)-5^rbamc^lcarbazol-4-yl|oxyacetic acid: 
9-[(2-((phenylsuNcfiyl)methyl)phenyl)methyl]^ 

9-lil-fluorenylmethyl]-2-<2-furanyl)-5-carbamoylcaibazol-4-yl}oxyacelic acid: 

9-|(1-telraaolylmothyl]-2-(2-furBnyl)-6^rbamoylcarbazol-4-ylloxyaceticacid: 

9-[{5-methyl-i-tetrazolylmothyl]-2-(2^uranyl-5-carbaiTrX5ylcart3azol-4-yl|oxyaceticacid. 

9-[(S-benzylO-tetrazo^lmethyll-2-(2-1uranyl-5H:arban»ylcafbazol-4.ylloxyacaticacd: 

9-[(phenyl)methyll-(2-thienyl)-5-carbamoylcarbazol-4-yl}oxyacelicacid. 

9-[(2^henoxyphenyl)m8thyl]-2-(2-thienyl)-5^rbarrK>yk:arbazol-4-yl)oxyacelicacid: 

9-[(3^henoxyphenyl)methyli-2-(2-thienyl)-5H»rbamoylcarbazol-4-yl)oxyaceticacid: 

9-[l4^henoxyphenyl)methyl]-2-(2-thienyl)-5HarbarTK>ylcarbazol-4^l)oxyaceticacid. 

9-[(2-fluorcphenyl)methyl]-2-(2-thi8nyl)-S-carbaftX)ylcarbazd^-yl)oxyaceticacid; 

9-[(3^uorcphenyl)memylj-2-(2-thienyl)-5^arbanicylcaibazcJ^-ylloxyaceIic acid. 

9-[(44luorophenyl)methyl]-2-(2-thienyl)-5^aft)arTK)ylcart)azol-4-yl}oxyaceticacid. 

9-[(2n:hlorcphenyl)rT^yll-2-(2-thienyl)-5^rban^ylcarbazol-4-ylloxyaceticacid: 

9-[i3xhlorophenyOmethylj-2-(2^hienyl)-5^ar^^ 

9-|(4H*lorcphenyl)rrathylj-2-(2-thienyl)-5^art>a 

9-[(2-brc^ophanyl)rrethyl]-2-(24hieny!)-5-<arbariwylcarbazol-4-ylloxyaceticacid: 
9-[(3-bromop^anyl)methyl|-2-(2^hienyl)-5KarbarTwylcarbazol-4-ylloxyaceticacid: 
9-l(4*rotTOphenyl)methyl|-2M2^hienyl)-5^^ 

9^^2^cxJcphenyl)rt^elhyl]-2-(2-mienyl)-5<art>amoylcarbazc^^-yl)oxyacelcacld. 
9^(3nc<Jophenyl)memyl)-2-(2-mienyl)-5<arb^ 

9-[(4HC>dophenyl)methyl]-2-(2-thienyl)-5<ai^ acid. 

9-[(2^cetamidophenyl)memy1]-2-(24hienyl)-5-carbamoylcarbazol-4-yl)oxyaceticacid, 

9-|(3^cetamidophenyl)methy»]-2-(2-thienyl)-S-carbamoylcarbazol-4-yl|oxyaceticacid; 

9-[(4^cetaniictophenyl)methyl]-2-(2-mienyl)-5^rt)amoykarbazoM-ylloxyaceticacid. 

9-[(2<arb«moylphenyt)memyl]-2-(2-thienyl)-5^rbamoylcarbazol-4-ylloxyacetic acid: 

9-[(3<arbarnoylphenyl)methyl)-2-{2-mienyl)-5^rt>a^ 

9-((4^rbamoylphenyl)memyn-2-(2-mienyl)-5<art>arnoyta 

9-t(2-methylsulfonylphenyl)methyl)-2-(2-thienyl)-5-carbamoytearbaz l-4-yl|oxyacetic acid: 
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9-[i3-melhylsuironylphQnyl)methyl]-2-(2-lhienyl)-5-carbamoyteart)az l-4-yl)oxyacetic acid. 

9-|i4-methylsullonylphenyl)m8lhylj-2-(2-lhi8nyl)-5-carbamoylcarbazol-4-yl|oxyacetK:acid. 

9^i'2-melhylphenyl)methyl)-2-(2-thienyl)-5-carbamoylcarba2ol-4-yl}oxyaceticacid: 

9-|i3-melhylphenyl)methylj-2-(2-thienyl)-5-carbamoyfcarbazol-4-y||oxyaceticacid 

9[<4^elhylphenyl)methyl|-2-(2-thienyl)-S-cafbamoylcarbazoM-yl)oxyacelicacid- 

9-(i2-athylphanyl)methyl)-2-(2-thienyl)-5-carbamoylcart)azol-4-yl}oxyacetic acid. 

9-[(3-ethylphenyl)methyll-2-(2-thienyl)-5-carbamoylcarba2ol-4-yl}oxyacoticacid: 

9-[<4^thylphanyl)rnethyl]-2-(2-thienyl)-5-carbamoylcarba20l-4-yl|oxyaceticacid: 

9^(2-trrfluororriethylphenyl)methyl|-2-(24hienyt)-5<arbamoylcarbazol-4-yl|oxyaceticacid. 

94(3-tnfluorofTiBthylphenyl)methyl]-2-(2-lhienyl)-5-carbamoylcart)a2ol-4-yl}oxyacetic acid. 

9-[(4-tnfluoromethylphenyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-yl}o)(yaceticacid 

9^i<yclcprcvyl)melhylh2-(2-thienyl)-5<arbamc^lcarba20l-4-yl}oxyaceticacid. 

94lcyclc*utyl)rrwmyl|-2-(2-thienyl)-5^arbamoylcarbazol-4-yl|oxyaceticacid. 

9-((cyclopentyl)methyl)-2-(2-thienyl)-5-carbamoytearbazol-4-ylJoxyacelicacid: 

9-[(cyclohexyl) mathyl|-2-(2-lhienyl)-5-carbamoylcarba2ol-4-yl|oxyacetic acid. 

9^(2^ethoxyphenyl)methyll-2-(24hienyl)-S<arbamoylcarbazol-4-yl}oxyacettcacid. 

9-[(3-nie!hoxyphenyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-ylJoxyaceticacid. 

9-[(4^ethoxyphenyl)nTOthylj-2-(2-thienyl)-5<arbamoylcarbazol-4-yl}oxyaceticacid. 

9-[(2-elhoxyphenyl)memyl]-2-(2-thienyl)-S-rarbamoylcarbazol-4-ylloxyacelic acid: 

9-[(3-elhoxyphenyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-yl)oxyace(ic acid. 

9-[(4-ethoxyphenyl)methyll-2-(2-thienyl]-5-carbamoylcarbazol-4-yl)oxyaceticacid: 

9-[l24nfluoromethoxyphenyl)memyl]-2-(2-thienyl)-5Kaibamoylcarba20l-4-yl)oxyaceticacid. 

9Hi'3-tnfiuoronr»thoxyphenyl)memyl]-2-(2-lhienyl)-5-carbamoylcarbazoM-yl)oxyacetic acid: 

9-(l4-IrifluorOTethoxyphenyl)msthyl]-2M2-thienyl)-5^ibamoylcarbazol-4-yl]oxyacGticacid 

94(2^iflucM-omethoxyphenyl)m8thyl|-2-(2-thienyl)-5<arbamoylcarbazol-4-yl}oxyaceticacid. 

9-|(3-dinuoromethoxyphenyl)memyl]-2-l24hienyl)-5^rbamoylcarba2ol-4-yl}oxyacelicacid. 

9-|l4^Jlnuoromethoxyphenyl)methyl]-2^2^hlenyl)-5^rbamoylcart)a20l-4-ylIoxyacetlcacid. 

9-l(2<yancphenyljmethyl]-2-(2-thienyl)-5^rbamc^lcart)a2d-4-yl)oxyaceticacid: 

9-[i3^anophenyl)melhyl]-2-(2-lhienyl)-5-carbamoylcarbazol-4-yl}oxyaceUcacid 

9-[(4^arx^8nyl)methyl]-2-(2-«hienyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid. 

9-((2-pyndyl)methyl|-2-(2-lhienyl)-5-carbamoylcart)azol-4-yl}oxy acetic acid. 

9-I(3ijyricVI)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid 

9-li4-pyridyl)methyl]-2(2-lhienyl)-5-carbamoylcarbazol-4-yl}oxyaceticacid: 

9-|i2-furyl)mGthyl)-2-(2-thtenyl)-5-carbamoylcarbazol-4-yl)oxyaceticacid: 

9-[(3-furyl)mothyl|-2-{2-thionyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid: 

94(2-thienyl)methylJ-2(2-thianyl)-5<arcamoylcarbazol-4-yl)oxyaceticacid. 

9-{(3-thienyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazoi-4-yl}oxyacetic acid: 

9-I(2^nzylphenyl)methyl]-2-(2-thienyl)-5-carbamoylcart>azol-4-ylioxyaceticacid. 

9-[i3-benzylphenyl)methyl]-2-i2-thienyl)-5-carbamoylcarbazol-4-ylioxyacetic acid: 

9-[(4-benzylp^enyl)methyl]-2-(2-thienyl)-5-cart>amoylcarbazol-4-yl}oxyaceticacid: 

9-I(2*enzoylphenyl)rriethylJ-2M2-thienyl)-5^fbarTK>ykarba2d^-yl}oxyaceticacKi. 

9-[i3*enzoylphenyl)memyl|-2-(2-lhienyl)-5^rtemoylcarbazol-4-yl}oxyaceticacid. 

9-|(4-benzoylphenyl)iTiethyl|-2-(2-thienyl)-5-carbamoylcarbazol-4-ylloxyacelic acid: 

9-|(24jenzyloxyphenyl)methyl|-2-(24hienyl)-5H»rbanfKjykart^ol^-yl)oxyaceticacid: 

9-[(34jenzyloxyphenyl)rne%IJ-2-(2-thienyl)-5^aft)amcylcarbazol-4-yl)co(yaceticacid. 

9-((4^enzyloxyphenyl)melhyl]-2-(2-thienyl)-5-carbamcylcarbazol-4-yl}oxyaceticacid 

9-((2-phenylphenyl)memyll-2-(2-thienyl)-5-carbamoykarbazol-4-yl)<wyaceticacid. 

9-(l3iJhenylphenyl)methyl]-2-(2-mienyl)-5^rt)amoylcart)azol-4-yl)oxyaceticacid: 

9-[(4-phenylphenyl)methyl)-2-(2-thienyl)-5-carbamoylcarbazol-4-yl}oxyacotic acid; 

9-[i 1 ^aphthyl)methyl|-2-(2Mhienyl)-5K:arbaiT»ylcarbazol-4-yl}oxyacetic acid: 

9-[l2-naphthyl)memylj-2-(2-thiBnyl)-5<aibamoylcarbazol^-yl}oxyacetic acid. 

9-|l2.3^ifluorcphenyl)rTethyl|-2-(2-threny^ 

9-[i2.4^inuorophenyl)methyl]-2-(2-thienyl)-5^rbamoylcaibazo!-4-yl}oxyacelicacid: 
94(2.5^inuorophenyl)methyl]-2-(2-mionyl)-5<art)an^lcarbazol-4-yl}oxyacelicacid: 
9-[(2.6<lifliJorcphenyl)methyl]-2-(2-thieny^ 

9-[<3.4<iinuorophenyl)methyl|-2-(2-thienyl)-5-carbarnoylcarbaz l-4-yl}oxyacetic acid, 
9-[i3.5<lifluorcphenyl)methyl]-2-(2-thienyl)-5-carbamoylcarbaz 1-4-ylJoxyacelic acid. 
9-[(2.3.4-trinuorophenyl)memyl]-2-(2-thienyl)-5<art>arnoylca(bazc4^-ylJoxyacetc acid: 
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9-((2,3,5-lririuorophBnyl)m8lhyl]-2-<2-lhienyl)-5-carbarTK)ylcarbazol-4-yl)oxyacetic acid. 

9-[(2 3,6-tnfluorophenyl)methyl]-2-(2-thi8nyl)-5-caibanx»ylcarba20l-4-yl}oxyac8tc acid: 

9-[(2 4,5-trifluorophenyl)methyl|-2-(2-thienyl)-5-carbamoylcarba20l-4-yl(oxyac8tic acid: 

9-[(2,4,6-trifluorophenyl)methyl]-2-(2-thienyl)-5-carbamoylcarba2ol-4-ylloxyacste acid. 
s 9-[(3,4.5-trinuorc^hanyl)methyl]-2-(2-thi8ny1)-5-carbamoylca(t3azol~4-yl)oxyacetic acid 

9-[(pentafluc<ophenyl)methyl]-2-(2-thienyl)-5-carbamoylcaifoazol~4-yl}oxyacetic acid' 

9-[l2.3-<iichlorophenyl)mathyl)-2-(2-lhienyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid: 

9-[(2,4-dichlorophenyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-yl|oxyacotic acid: 

9-(l2.5-dichlorophenyl)methyl]-2-(2-lhienyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid: 
10 9-((2 S-dichlorophenyl)mathyll-2-(2-thienyl)-5-carbamoylcarba2ol-4-yl}oxyacetic acid: 

9-[(3,4-dichtorophenyl)methyl]-2-(24hienyl)-5-carbamoylcarba2ol-4-yl}oxyacetic acid. 

9-[(3.5-dichlorophenyl)methyl]-2-(24hienyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid. 

9-[(2.3<limethylphanyl)methyl]-2-<2-thienyl>-5-carbarTioylcarbazol-4-yl}oxyacetic acid; 

9-{i2,4^imathylphenyl)rnethyl]-2-<2-thienyl>-S-caifoarrioylcarfoazol-4-yl}oxyacelic acid. 
'5 9-[(2,5-dimethylphBnyl)methyl]-2-i2-thienyl)-5-cafbamoylcarbazol-4-ylloxyacelicacid. 

94(2,6-dimethylphanyl)methyl]-2-i2-thienyl)-5-carbamoylcarbazc»t-4-ylloxyaceticacid. 

9-[(34-dimethylphenyl)methyl]-2-(2-thienyl)-5-carfoamoylcarbazol-4-yl)oxyacetic acid. 

94(35^imethylph8nyl)methyl]-2-(2-thienyl)-5-^rbamoylcart)azol-4-yl)oxyaceticacid. 

9-[(2,4,6-trimethylphenyl)melhyl]-2-(2-thienyl)-5<arbamoylcarbazol-4-yl)oxyacetic acid. 
20 9-[(3,5*is(trinuoromethyl)phenyl)melhyl]-2-(2^hie^ 

9-[(2,4-bis(trinuorcmethyl)phenyl)melhyl]-2-(2-thisnyl)-5-cart3amoylcarbazol-4-yl)oxyacetic acid: 

94(2-fiuorc-3-trifluoromothylphenyl)methyll-2-(2-thienyl)-5^rbamoylcarbazol^yl}oxyacetcacid. 

9-[(2-fluorc-4-trifluoromethylphenyl)nremyl|-2-(24hte^ 

9-[|2-fluorc~S-Uifluorc^ethylphenyl)methyl]-2-(2-lhienyl)-5^rbarnoylcarbazol-4-yl}oxyacetic acid: 
& 94(2-nuoro-6-trifluorc>methylphenyl)methyl|-2-(2-thienyl)-5H:arbamoylcarbazol^-y1}oxyaceIicacid: 
9-{l3-fluoro-S-trifluoromethylphenyl)methyl]-2- (2-thienyl)-5-carbamoylcartjazol-4-yl(oxyacetic acid: 
9-[(4-nuorc-2-trifluoromethylphenyl)methyl|-2-(2-tW^ 

9-[(4-fluoro-3-trifluoromethylphenyl)methyl|-2-(2-thienyl)-5-carbamoylcarbazol-4-ylloxyaceticacid. 
9-[3-(2-fluorophenoxy)methyl]-2-(2-thienyl)-5-carbamoylcart)azol-4-yl)oxyacetic acid. 

30 9-[3-(4-fluorophenoxy)mothyl|-2-(2-thienyl)-5-carbamoylcarbazol-4-yl}oxyaceIic acid. 

9-[(2-nuoro-3^ethylphenyl)methyl]-2-(2-thienyl)-5<arban^}ylcait)azol-4-yl}oxyaceticacid; 
9-[<3^hloro-2-nuorc^henyl)methyl]-2-(2-thienyl)-5^rtjafnoylcart)azoM-yl)c«yaceticacKJ 
9-[(2^hloro^-nuorc^enyl)methyt]-2-(2-thienyl)-S^rt)anioylcarbazol-4-yl}oxyaceticacid 
9-[(4-br«T^2-fluwophenyl)mGthyl|-2-(2-thienyl)-5^fbafnoylcarbazol-4-ylJoxyacetic acid. 

3S 9-[(2^romo-5-nuc<ophenyl)methyl|-2-(2-thi9nyl)-5^ft)arTioylcarbazol-4-ylJoxyacetic acid; 

94(3<htorc^-methylptienyl)methyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid, 
9-[(3<:hlorc^^8thoxyphenyl)methyl]-2-(24hienyl)-5<arbamoylcarbazol-4-yl}oxy acetic acid 
9-[(4-melhoxy-3-rT\ethylphenyl)methyl|-2-(2-<hienyl)-5-carbamoylcarbazol-4-yl]oxyacetic acid: 
9-[(44rifluwornethyKhiophenyl)methyl|-2-{2-thienyl)-5^rbamoylcarbazol-4-yl}oxyacetic acid: 

■*o 9-[(1*romo-2^aphthylphenyl)methyll-2-(2-thienyl)-5KarbanK>ylcarbazol-4-yl}co(yaceticacb 
9-[(2^ethyl-1naphthylphenyl)methyl]-2-(24hienyl)-5<arbamoylcart3azol-4-yl(oxyacetic acid. 
9^(4^ethyl-1^aphthylphenyl)rTwthyl]-2-(24hi8nyl)-S<arbanK}ylcarbazol^-yl}oxyacetic acid: 
9-[(6^ethyl-2^aphthylphenyl)methyl]-2-(24hianyl)-5^arbarTK^Icarbazol-4-yl}oxyacetic acid. 
9-[(2-((phenylsulfc«yl)fTWthyl)phenyl)methyl]-2-(24 acid. 

-<s 9-[d -fluorenylmethyl]-2-(2-thienyl)-S-carbamoylcarbazoM-yl}oxyacetic acid. 

9-[(1 -tetrazolylmethyl]-2-(2-thienyl)-5-carbamoylcarbazol-4-y1}oxyacetic acid, 
9-[(5-methyl-1 4etrazolylmetliyl]-2-(2-thianyl)-5-carbamoyicarbazol-4-y1}oxyacetic acid: 
9-[(5-benzyl-1 -tetrazoiylmethyl]-2-(2-thi3nyl)-5-carbamoy tea rt>azol-4-yl}oxy acetic acid: 
9-[(2^enoxyphenyl)methyl]-5-carfoamoyl-2-nuorocarbazol-4-yl)oxyaceticacid; 

so 94(3^enoxyphenyOmethyl]-5-carbamoyl-2-nuorocatbazol-4-yl)oxyacetic acid: 
9^(2-nuorop^enyl)methyl]-Sxarbamoyl-2-fluorocarbazol-4-yl}oxyaceticacid. 
9^(3^uorop^enyl)niemyl]-S<arbarTK5yl-24luorc<arbazol^yl}oxyaceticac(d: 
9-[(4-nuorophenyl)methyl]-5<art>amoyt-2^uorccarbazol-4-yl}oxyaceticacid. 
94(2K*lorophenyOm8thyl]-5-carbamoyl-2-ftuorocarbazol-4-yl}oxyacetic acid: 

55 9-[(3<hlorophenyOmethyl]-5-cait>amoyl-2-nuorocarbazol-4-yl}oxyacetic acid, 
9-[(2-brcmophanyl)methyl]-5<artoamoyl-2-flu rocarbazol-4-ylJoxyacetic acid. 
9-[l3-brOTophanyl)nriethyl]-5-cart3aiTic3yt-2-nuQrocarbazol-4-yl}oxyac tic acid 
9-[(2-iodophenyl)memyl]-5<arbarrK>yl-2-nuorccarbazol-4-yl}oxyacetic acid: 
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9-|(3-k)dc3phenyl)melhyl]-5-carbamoyl-2-nuorocarbaz l-4-yl}oxyacetc acid. 

9-|(2-acetamidophcnyl)melhyl]-5-carbamoyl-2-fluorccarbazol-4-yl)oxyaceticacicl. 

9-[(3-acelamickvhonyl)melhyl]-5<arbaiTioyl-2-fluorocarbazol-4-yl}oxyaceticacid 

9-|i2<arbamoylphenyl)rnethy)]-5-carbarnoyl-2-fluorocarbazol-4-yl}oxyaceticacid- 

9-|(3-Mrbamoylphenyl)rnelhyl]-5-carbamoyl-2-fluorocarbazol-4-ylJoxyaceticacid 

9-[(2-moihylsulfonylphenyl)ni8thyl]-S-carbamoyl-2-fluofOcarbazol-4-yl)oxyacetic acid 

9-|(3-methylsulfc^ylphenyl)methyl]-5-carbanr»oyk2-fluorocarbazol-4-yl)oxyacettc acid: 

9-|(2-nieihylphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid: 

9-[(3-methylphenyl)methyl|-5-carbamoyl-2-fluorocarba20l-4-yl}oxyacetic acid' 

9-[(2-ethylphanyl)methyl]-5-carbamoyl-2-fluorccarbazol-4-yl}oxyac8licacid; 

9-[i3-ethylphenyl)methyll-5-carbamoyl-2-fluorocart3a2ol-4-yl}oxyaceticacid 

9-[(2-trifluoromethylphenyl)methyfl-S^arbamoyl-2-fluorc)carba2ol-4-yl)oxyacoticacid 

9-[i3-trifluoromethylphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyace tic acid. 

9-|(2-niethoxyphenyl)methyl|-5-carbamoyl-2-fluorocart3azol-4-ylJoxyaceticacid. 

9-|(cyclopropyl)melhyl|-5-carbamoyl-2-fluorocarbazol-4-ylJoxyacatic acid 

9-|(cyclobutyl)mathyl)-5-cart)amoyl-2-fluorocarbazol-4-ylJoxyacetic acid 

9-|(cyclopentyl)methyl|-5-carbarnoyl-2-nuorocarbazol-4-ylJoxyacetic acid 

9-|icyclohexyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyaceticacid. 

9-|i3-0iethoxyphenyl)methyl)-5-carbamoyl-2-fluorocarbazol-4-ylJoxyac8ticacid- 

9-[(2-ethoxyphenyl)melhyl]-5-carbamoyl-2-nuorocarba20l-4-yl}oxyaceticacid. 

9-[{3-ethoxyphenyl)melhyl]-5-carbamoyl-2-lluorocarbazol-4-yl}oxyace tic acid, 

9-|(2-tnfluorcfTiethoxyphenyl)methyl]-S<art)amoyl-2-fluofocarba2ol-4-yl}oxyacelic acid. 

9-|(3-trinuoronnethoxyphenyl)rTietfiyl|-5-carbamoyl-2-fluorc<arba20l-4-yl)oxyaceticacid. 

9-|i2<Jifluoromethoxyphenyl)methyl|-5-^rbamoyl-2-nuorocarbazol-4-yl}oxyacetic acid. 

9-|(3-difluorom8thoxyphenyl)methyl|-5-cart3amoyl-2-fluorocarbazol-4-yl}oxyacatic acid: 

9-|l2-cyanophenyl)meihyl]-5<arbamoyl-2-fluorocart)a20l-4-yl)oxyacetic acid; 

9-(i3-cyanophenyl)meihyl|-5-carbamoyl-2-fluorocart)azol-4-yl}oxyacetic acid: 

9-[(4<yanc»phenyl)methylj-5-carbarnoyl-2-fluorocart)azol-4-yl)oxyacetic acid: 

9-[j2-pyridyl)methyll-5-cafbamoyl-2-fluorocarbazol-4-yl)oxyaceticacid 

9-[(3-pyfidyl)methyl)-5-cart)amoyl-2-fluonocartjazol-4-yl|oxyaceticacid. 

9-[(2-1uiyl)methyl]-5-carbamoyl-2-nuorocart)azol-4-yl}oxyacetic acid 

9-|(3-furyl)methyl|-5-carbamoyl-2-fluorocarbazol-4-yl)oxyaceticacid. 

9-[(2-thienyl)methyl|-5-carbamoyl-2-nuorocartjazol-4-yl|oxyaceticacid 

9-[j3-thienyl)methyl]-5-carbamoyl-2-fluorocart)azol-4-yl|oxyaceticacid. 

9-( (2-benzylphonyl)methy l)-5-carbamoyl-2-fluorocarbazol-4-y l)oxyacetic acid 

9-|(3-benzylphenyl)methyll-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid: 

9-[i2-benzoylphenyl)methyll-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid: 

9-[(3-benzoylphenyl)methyl)-5-carbamcyl-2-fluorocarbazol-4-yl}oxyacetic aad: 

9-[(2-beflzyloxyphenyl)methyl]-5-carbamoyl-2-fluorocarba2ol-4-yl}oxyaceticacid 

9-ti343enzyloxyphenyl)methyl)-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacet'cacid. 

9-|(443enzyloxyphenyl)methyl)-5^rbamoyl-2-fluorocarbazok4-yl}oxyaceticacid. 

9-[i'2-phenylphenyl)methyl|-5-carbamoyl-2-fluorcearbazol-4-ylK»xyacetic acid. 

9-[(3^henytphenyl)methyl|-5-carbamoyl-2-fluorocarbazol-4-yl|oxyacetic acid. 

9-[(1^aphthyl)memyl|-5-^rbamoyl-2-fluorocarba2oM-yl}oxyaceticacid 

9-((2^aphthyl)memyl]-5<arbamoyl-2-fluorocarbazol-4-yl}oxyaceticacid 

9-|(2 3-difluorophenyl)malhyl]-5-carbamoyl-2-fluorccarbazol-4-ylloxyacetic acid: 

9-|(2.4-difluorophenyl)m8thyl]-5-carbamoyl-2-fluorocarbazol-4-yl|oxyaceticacid: 

9-J(2 5-dinuorophenyl)m8thylj-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acid. 

9-[i2.6<lifluorophenyl)methyl]-5^rbamcyl-2-flix}rocarbazol-4-yl)oxyaceticacid: 

9-|i3.4^nuorophenyl)m8thyl]-5-carbamcyl-2-flixjracarbazc4-4-ylJoxyaceticacid: 

9-If3,5Kdinuorophenyl)m8thylj-5Karbamcyl-2-fluorocarbazoM-ylloxyaceticacid. 

9-I(2,3.4trinuorophenyl)nromyl]-5K:arbarnoyl-2-fluonocarbazol-4-yl}oxyaceticacid, 

9-[i2.3 5-trifluorophenyl)methyl]-5Karbarnoyl-2-fluorocarbazol-4-yl}oxyaceticacid 

9-((2.3 6-trinuorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid. 

9-[i2,4.5-trinuorophenyl)methyl)-5^rbamoyl-2-fluorocarbazol-4-yl}oxyaceticacid. 

9-((24 6-trif!uorcMjhenyl)metbyl|-5-carbanf>oyl-2-flu rocarbaz l-4-yl} xyaceticacid 

9-[i3.4.5-trinuorop»ionyl)methyl|-5-carbarrioyl-2-fluofocarbaz 1-4-ylJ xyacetic acid 

9-((pentanuorophenyl)metliyl|-5-carbam yl-2-fluorocarbazol-4-yl}oxyacetic acid: 
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9-[(2.3-dichlorophenyl)melhyl|-5-carbamoyh2-nuorocarba20l-4-yl} xyacetic acid, 
9-|(2.4^ichlorophenyl|methyr11-5-carbarrxjyl-2-nuofocarbazol-4-yl}oxyac tc acid, 
9-[(2.5-dichlorophenyl)methyl]-5-carbamoyl-2-nuorcxarbazol-4-yl|oxyacetic acid: 
9-[r2,6-dichlorophenyl)meUiylh5^f1»n^l-2-fluorocarba2oM-yl}oxyaceticacid. 
9-[(2i>henoxyphenyOmethyl)-5<arbamcyl-2H:hlc<c>carba2ol-4-yl)oxyaceticacid: 
9-[(3^enoxyphenyl)fnethyn-5-cafbamcyl-2<hlc<ocarbazol-4-yl}oxyaceticacid. 
9-|(2-fluorophenyl)mathyl]-5-carbamoyl-2-chlorocarbazot-4-yl}oxyacetic acid: 
9-[(3-flucrophenyl)methyl]-5-cart>amoy1-2-c+ilorocarba2oM-yl(oxyacetic acid. 
9-{(4-fluorophenyl)methyl]-S-carbamoyl-2-cMorocarfaazol-4-yl}oxyacetic acid: 
9-[(2^lorophenyl)melhyi]-5<aifoamoyl-2-chlorocarba20l-4-yl}oxyacetic acid; 
9-[(3K:hlorc^henyOmethyl]-5<arbamcyl-2H:hlorocart)a2oM-yl}oxyaceticacid: 
9-((24jromophenyOmethylJ-5Karbamoyl-2-chlofocarba2ol-4-yl}oxyacelic acid: 
9-[(34jrorrK>phenyOmethylj-5<arbamo^ 

9-[(2-icdop^enyl)melhyl]-SKarbanK>yl-2-chlorocarba2ol-4-yl}oxyaceticacid: 

9-|i3Hodophenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl)oxyaceticacid: 

9-I(2^cetamicfc^h8nyl)methylJ-5Karbamcyl-2<hlorocattiazol-4-yl}oxyaceticacid: 

94(3-acetamick^enyl)methyl)-5^arbanx>yl-2-chlorocarbazol-4-yl|oxyaceticacid: 

9-|l2<arbamcylphenyl)methyl|-5^rtoanr»y1-2^ 

9-f(3<arbamcylphenyl)memyl]-5^rbarrroyl-2^^ 

9-{(2^ethyl8ulfOTylphenyl)methyl)-5Karbamcyl-2^torc«art)azol-4-yl}oxyacelic acid. 

9-[i3^ethylsulfonylphenyl)methyl]-5<arbamoyl-2^ 

9-[(2^ethylph8nyl)memyl]-5HarbanrK)yl-2-chlorocaibazol-4-yl}oxyaceticacid: 

94(3Hnethylphenyl)methyl)-5^rbamoyl-2-chlorocart)azol-4-yl)oxyaceticacid: 

9-[(2^thylphenyl)methyl]-5^rt)amoyl-2K:hlc<ccart^ol-4-yl}oxyaceticacid: 

9-|i 3<thylphenyl)methylJ-5<art)amcyl-2-chlorocarbazol-4-yl|oxyacetic acid. 

9-[l2Mnfluorornethylphenyl)methyq-S-ratbarnoyl-2-chlorocarbazol-4-yl]oxyacetic acid. 

9-[(3-irifiuorc*Tiothylphenyl)methyQ-5^rbanfK)yl-2H:hlorocarbazol-4-yl)oxyacetic acid. 

9-{(2HTiethoxyphenyl)methylJ-5^rbamcyl-2<hlorocartjazol-4-yl}oxyacGtic acid: 

9-[lcyclop ropy l)melhyl]-S-cartanrioyl-2-chlorocarbazol-4-ylJoxyacetic acid. 

9-[<cydobutyl)methyl)-5<aibamoyl-2^ 

9-[<cyclcpentyr)mathyl]-5<MrcajT>oyl-2<htor^ 

9-[(cydc^exyl)methyl)-5KMrbarrK>yl-2<hlorora 

9-[i3^etrK>xyphenyl)rnethyq-S^rbamoyl-2<hlcTC)carfoazol-4-yl)oxyacetic acid: 
9-[(2^thoxyphenyl)memyl]-5^itoamcyl-2^ 

9-((3^thoxyphenyl)methyl]-5^rbamc7l-2^hlOTCcarbazoM-yl}oxyaceticacid: 

94(2^rifluorc™8moxyphenyl)methyl]-5<arteimoy^^ 

9-[(3^nfluorcmethoxyphenyl)methyl]-5<arbam^ 

9-[(2<i]fluoromathoxyphenyl)metriyl]-5<arta acid- 

9-i*3^ifluofomethoxyph9nyl)iTiethyl|-5-ca*^^ 

9-lf2<yarwprienyl)melhyl]-5<arbamcyl-2K*bro(arbazoM-yl)co<yacetB 

94(3<yanopheny1)methyl]-5<arbamoyl-2^lorc<arbazoM-ylioxyacet 

9-[(4<yanc^anyl)melhyO-5<arbamcyh2^tofc<arba2oM-ylJoxyaceticacid. 

94(2^yridy0methyl]-5<arbamoyl-2^hlorocarbazol^4-yl}oxyaceticacid: 

94<3^yridyl)methyl]-5Karbamcyl-2H:htorc<art)azoM-yl}oxyacetk:acid: 

9^(2-furyl)m8thyl]-5^rbamoyl-2-chlorocarbazol-4-yl}oxyaceticacid. 

9^f34uryl)methyl]-5^rbanwyl-2<hlorc<arbazoM-ylJc«yaceticacid. 

94(2-lhienyl)methyl)-5Karbanrayh2^hlorcearbazoM-yl}oxyaceticacid: 

9-[l3-thienyl)memylj-5KarbariK)yl-2<:hlorc<arbazol^y1}oxyacetc acid; 

9-[f24>enzylphenyl)methyl]-5-cart>amoyN2^ 

9-l(3*enzylpheny1)memyl]-5H»rbajroy1-2^orc«ate^ 

9^(2*ertfcylphenyl)methyl^5<arbar^ acid; 

94(3*enzoylphenyl)methyl]-5^rbamoyl-2^ 

94f2*enzyloxyphenyl)methylh5Karba^^ 

94(3*enzyloxyphenyl)methyl)-5^rbarr^ 

9-[(4*8nzytoxyphenyl)m8thyl)-5-caAaiT^ 

94f2i3heny1pheny1)memyl]-5<art>ajTK>yl-2<:hlc*ra 

9-Il3i^enylphenyl)memyl]-5K»rbanx)yl-2<hlcKccart)azol-4-yl}oxyaceticacid: 
9-((1-fiaphmyl)m8ltiyl]-5-cart)amcyl-2-chl rccarba20l-4-yl}oxyacetic acid; 
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9-[(2-ndphlhyl)melhyll-5-carbamoyl-2-chlorocarba^ l-4-yl}oxyacete acid. 
9-((2 3-dillucrophenyl)methy))-5-cafbamoyl-2-chtorcx»rba2ol-4-yl)oxyacetic acid. 
9-[(2.4-difluorophenyl)melhyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid. 
9-[(2.5-difluoropheny1)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid. 

s 9-[i2.6-difluorophenyl)methyl|-5<arbamoyl-2-chtorocarbazol-4-yl}oxyacelic acid: 

9-[i3.4-difluorophcnyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetc acid. 
9-{i3.5-difluorophenyl)methyl]-5-carbamoyl-2-ch)orocarbazol-4-yl}oxyaceIic acid 
9-(i2.3 4-trifluorophenyl)melhyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetc acid: 
9-[(2.3.5-tnfluorophenyl)methyl]-5-carbamoyl-2-chbrocarba2ol-4-y11oxyacetfc acid. 

to 9-[i2,3 6-lnfluorophenyl)methyl]-5-carbamoyl-2-chbrocarbazol-4-yl)oxyacetc acid. 

9-[(2 4.5-trifluorophenyHmethyl|-5-carbamoyl-2-chlorocart3azot-4-yl)oxyacetc acid. 
9-[l2 4 6-lrifluofophenyl)methyl|-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetc acid. 
9-[i3 4 5-tnfluorophBnyl)methyl|-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetc acid 
9-[fpentafluorophenyl)methylJ-5-carbamoyl-2-chlorccarbazol-4-yl}oxyacetic acid 

'5 9-|(2,3KJichlorophenyl|rTiethyl]-5-cafbarr»yl-2-chlofocaibazol-4-yl)oxyaceticacid. 
9-[i2.4-dichlorcf3henylimelhylJ-5-carbaiT»yl-2-chloiocarbazol-4-ylloxyaceIic acid: 
9-[(2.5-dichlorophenylimethylJ-5-carbamoyl-2-chloncx:arbazol-4-yl)oxyaceticacid- 
9-|l2 6-dichlorophenyl|methyl|-5-carbamoyl-2-chlonocarbazol-4-yl)oxyacelicacid. 
9-[i24luoro-3-trifluoromethylphenyl)methyl|-5<arbarTxjy1-2-fluorccarbazol-4-yl}oxyacetic acid. 

20 9-[(2-fluorc»5-Uifluc>rcfflethylphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid 
9-[(2-fluoro-6-trifluoromethylphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid. 
9-((3-fluorc-5-trifluoromelhybhenyl)m8thyll-5Karbamoyl-2-nuorc<Mrbazo)-4-ylloxyacetic acid. 
9-[i4-fluoro-2-trifluoromethybhenyl)memyl]-5<art}^^ acid: 
94i4-fluoro-3-trrfluoromethylphenyl)msthyl]-5^arbaiTrayl-2-fluorocarbazol-4-y!]oxyacetic acid. 

25 9-|3-(2-flJorophenoxy)methyl|-5-cart»amoyl-2-fluorocartiazol-4-yl)oxyacetic acid. 

9-[3-(4-fluorophenoxy)m8thyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid 
9-[(2-fluoro-3-methylphenyl)methyl)-5-carbamoyl-2-nuorocarbazol-4-yl|oxyaceticacid: 
9-[{3<hlorc-2-flucfOphenyl)memyt]-5-carbamoyl-2-fluorccarbazol-4-yl}oxyacetic acid. 
9-[(2<hlofo^-nuofophenyl)melhyl|-5-carbamoyl-2-fluorccarbazol-4-yl)oxyacetic acri. 

30 9-[(2-bromo-5-nuorophenyl)methyl]-5^rbamcyl-2-fluofocarbazol-4-yl)oxyacetic acid. 

9-(l 1 ^romo-2-naphthylphenyl)melhyl]-5-carbamoyl-2-fluorocarbazol-4-yl(oxyacetic acid: 
9-[(2^ethyl0^aphthylphenyl)methyll-5<arban^l-2-nuoro<»rt>azol-4-yl}oxyacetbacid 
9-[i6-methyl-2^aphthylphenyl)m8thyl]-5<arbamc^l-2-fluofOcarbazol-4-ylJoxyaceticacid. 
9-[l2-((phenylsulfonyl)methyl)phenyl)melhyiJ-5^art«moyl-2-fluorccarbazol-4-yl(oxyacetic acid. 

3S 9-[0-fluoronylm8thyl]-5-carbamoyl-2-fluorocarbazol-4-yl|oxyace1b acid. 
9-[(2-nuorc-3-Mluoromethylphenyl)methyl]-5<»i^ 

9-[(2-fluoro-5-triftuofomethylphenyl)memyl|-5^rban^ acid 
9-[f2-flucxo^-tnnuoranethylphenyl)rriethyl]-5^ acid: 
9-[i3-fluorc-5-trffluor«nethybhenyl)methyl]-^ acid: 

■u> 9-li44luorc-2-trifluoromethybhenyl)methyl)-5^rbarT^ 

9-[i4-(luoro-3-trifluorcfnethylphenyt)mBthyl]-5-carbamoyl-2H;hlorc«arbazol-4-ylloxyacetic acid. 
9-[3-(2-nuorophenoxy)rrwthyl]-S^ftamoyl-2-chbrocarbazot-4-yl}oxyacetic acid: 
9-[3-(4-fluorophenoxy)methyl|-5<arbamoyl-2-chtorocarbazol-4-yl}oxyacetcacid: 
9-[i2-nuoro-3-methylphenyl)methyl|-5-carbamoyl-2-chtorocarbazol-4-yl|oxyaceticacid: 

■>s 9-[(3-chloro-2-fiuorophenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid. 

9-[(2<hloro^-fluorcphenyl)methylJ-5^rbamoyl-2<hlorccailJazoW-yl)oxyaceticacid^ 
9-{(24ir(m>-5-fluwophenyl)meIhyl|-5<arbarrK^I-2<hlorc<arbazoM^lloxyaceticacid, 
9-{(1 -brc<nc»2^aphthylphenyl)m8lhyl]-5^rbarT>oyl-2-chlorocarbazol-4-yl|oxyacelic acid. 
9-[i2-methyl-1 -naphthylphenyl)methyl|-5-carbamoyl-2-chlorocarbazol-4-yl]oxyacetic acid 

so 9-((6^ethyl-2^phthylphenyl)methy11-5KMrcamoyl-2<:N^ acid; 

9-[l2-((phenylsulfonyl)m8lhyltohenyl)methylJ-5^rbarTxjyl-2^htarocarbazol-4-yl(oxyacetic acid. 
9-^1 ^uorenylmethylJ-5<arb^fTOyl-2-chlorocatbazol-4-yi|oxyacetic acid. 
9-[(2-phenoxyphenyl)methyl]-S-caibamoyl-1 -fluorccafbazol-4-yl}oxyacetb acid. 
94i3i)henoxyphenyl)m8thyl]-5Kart>armyl-1-fluorc^ 

55 9-[i2-fluofOphenyl)f7iethyl]-5-carbamoyl-1-fluorocarbazol-4-yl}oxyacetic acid 

9-li3-fluor pheny))melhyl]-5-carbamoyl-1-fluorocarbazol-4-yljoxyac ticaad 
9-[i4-fiuor phenyl)methyl]-5-carbamoyl-l-flu rocarbazol-4-yl}oxyacetic acid 
9-(i2-chlorophenyl)melhyl]-5-carbamoyl-1-flu rccarbazol-4-ylJoxyac tic acid. 
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9-[(3-chlorophenyl)melhyl]-5-cartamoyl-1-fluorocarbazol-4-yl}oxyaceiic acid. 
9-ii2-biomophenyl)methyl]-5-cart3amoyl-1 -fluorocarbazol-4-yl)oxyacetic acid, 
9-[(3-bromophenyOmethylJ-5-carbamoyl-1 -fluorocatt)azol-4-yl}oxyacetic acid. 
9-l^odophenyl)methyt)-5-carbamoyl-1 -fluorocarbazoM-ylJoxyacetic acid: 
9-[i3-iodophenyl)methyl]-5-cafbamoyl-1-fluorocarba2ol-4-yl}oxyacetic acid' 
9-[(2-acetamidophany l)methyl]-5-carbamoyl- 1 -fluorocarbazol-4-yl|oxyacetic acid. 
9-[i3-acetamidophenyl)m8thyl]-5-caf bamoyl-1 -fluorocarbazol-4-yl)oxyacatic acid; 
9-(i2<arbamoylphenyl>nathyl]-5-carbamoyl-1-fluorocarba2ol-4-yl|oxyacetic acid: 
9-[i3-carbamoylphenyl)methyl]-5-carbamoyl-1-fluofOcarba20l-4-ylJoxyacelicacid: 
9-(i2-m8thylsulfonylphenyl)melhylj-5-carbamoyl-1-fluorcearba2ol-4-yl|oxyacetic acid: 
9-[(3-methylsulfonylphenyl)methyl]-5-carbamoyl-1-fluorocarbazol-4-yl|oxyacetic acid: 
9-{(2-methylphenyl)methyl|-S-carbamoyi-1 -fluorocarbazol-4-yl}oxyacetic acid: 
9-{('3-fnelhylphenyl)methyl|-5-carbamoyl-1-fluorcx:arba2ol-4-yl}oxyacetic acid. 
9-[(2-ethylphenyl)methyl]-5-carbamoyl-1-fluorocart3azoi-4-yl}oxyacelicacid. 
9-[(3-ethylphenyl)methyl)-S-carbamoyl-l -fluorocarbazd-4-yl)oxyacetic acid. 
9-[(2-tnfluoromethylphenyl)methyl]-5-carbamoyl-l-fluofocarbazol-4-yl}oxyaceticacid. 
9-[(3-ln{luoromethylphenyl)methyl)-5-carbamoyl-1-{luorocartjazol-4-yl)oxyaceticacid; 
9-((2-methoxyphenyl)methyl]-5-carbamoyl-1 -fluorocartoazol-4-yl)oxyacetic acid: 
9-[(cyclopropyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid. 
9-[lcyclobutyl)methy l]-5-carbamoyl-1 -fluorccarbazol-4-yl)oxyacotic acid. 
9-((cyclopentyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid: 
9-[(cyclohexyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid. 
9-[(3-methoxyphenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacelic acid. 
9-((2-ethoxyphenyl)m9thyl]-5-carbamoyl-l -fluorocarbazol-4-yljoxyacetic acid; 
9-[(3-ethoxyphenyl)mathylJ-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid; 
9-|(2-tnfluoromamoxyphenyl)methyl]-5^rbamoylo^luorc<:arbazol-4-yl)oxyaceticacid: 
9-[(3-lrifluorc^elhoxyphenyl)methyl]-5^rbamoyl-l-riuorocart>azol-4-yl}oxyaceticacid: 
9-[(2-di(luoromemoxyphenyl)methyl]-5-cart)amoyl-l-nuorocart3azol-4-yl}oxyacetic acid. 
9-[(3-dingoromelhoxyphenyl)methylJ-S-carbamoyl-1-fluorocarbazol-4-yl}oxyaceticacid. 
9-[(2-cyanophanyl)methy l]-5-carbatnoyl-1 -fluorocatbazoM-ylloxyacetic acid: 
9-[(3<yanophenyl)methyl)-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid: 
9-{(4<yanophenyl)methyl]-5-carbamoyH -fluorocaibazol-4-yl|oxyacetic acid 
9-[(2-pyridyl)mothyl]-5-carbanioyl-1 -fluorocarbazol-4-yl}oxyacetic acid; 
9-[(3-pyndyl)methyl]-5-carbamoyl-l -fluorocarbazol-4-yl|oxyacetic acid, 
9-[(2-furyl)methyl)-5-carbamoyl-1 -nuorocarbazol-4-yl}oxyacetic acid. 
9-((3-furyl)methyl)-5-carbanrK)yl-1 -fluorocartoazol-4-yl}c*yacetic acid. 
9-[(2-thienyl)mothyl]-5-cartoamoyl-1 -fluorocart)azol-4-yl|oxyacelic acid, 
9-[(3-lhienyl)methyl|-5-carbamoyH -fluorocarbazol-4-yl}oxyacetic acid, 
9-[(2-benzylphenyl)melhyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid; 
9-[(3-benzylphenyl)methy l]-5-carbamoyl-1 -fluorocarbazol-4-y IJoxyacetic acid; 
9-K2-benzoylphenyl)methyl)-5-cafbamoyl-l -fluorocarbazol-4-yl}oxyacetic actd: 
9-[(3-benzoylphenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid; 
9-{(2-benzyloxyphenyl)molhyl|-5-carbamoyl-1 -fluorocarbazc4-4-yl|oxyacetic acid: 
9-{(3-benzyloxyphenyl)methyl|-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacetc acid: 
9-((4-banzyloxyphenyl)m8thyl|-5-carbamoyl-1 -fluorocarbazoM-ylJoxyacetic acid: 
9-((2-phenylphenyl)melhyl]-5-carbanfioyl-1 -fluorocajtoazoM-ylJoxyacetic acid; 
9-[(3-ph8nylphenyl)methyl]-S-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid: 
9-[(1 -naphlhyl)mathyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid. 
9-[(2-naphthyl)melhy1]-S-carbamoyl-1 -fluofOcarbazol-4-yl)oxyacetic acid. 
9-j(2.3-dinuorophenyl)methyl]-5-carbamoyH -fluorocarbazol-4-yt)oxyacotic acid; 
9-[(2,4-dinuoraphenyl)methyl)-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid. 
9-[(2,5-ditluorophenyl)melhyl)-5-carbamoyl-1 -fluorccarbazol-4-yl)oxyacetic acid. 
9-[(2,6-dinuorQphenyl)methylj-5-carbamoyl- 1 -fluorocarbazol-4-yl)oxyacetic acid, 
9-l(3,4-difluQrophenyl)mathyll-5-carbamoyl-1 -nuorocarbazol-4-ylJoxyacetic acid; 
9-{(3.5-difluorophenyl)methyl]-5-carbamoy 1-1 -fluorocarbazol-4-y IJoxyacetic acid; 
9-l(2.3.4-lnfluorophenyl)methyl]-5-carbamoyl-1-fluorccarbazol-4-yl|oxyacelic acid, 
9-{i2.3.5-lrifluorophenyl)methyl)-5-cart>amoyl-1 -fluorocarbazol-4-yl}oxyacetic acid; 
9-[(2,3,6-trinuoroph8nyl)methyl]-5-carbamoyl-1 -nuorocarbazol-4-yl|oxyaceticacid. 
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9-[(2 4 5-trifluorophenyl)melhyl|-5-carbamoyt-1-riuorocarbazol-4-yl)oxyacetic acid - 
9-[(2.4,6-tnnuorophenyl)methyl|-5-carbamoyl-1-fluoiocart3azol-4-yl|oJcyacetic acid 
9-1(3 4 l 5-lnfluorophenyl)melhyl]-5-carbamoyl-1-fluorocarbazol-4-yl)oxyaceticacid 
9-|ipenlafIuorophenyl)methylJ-5-carbamoyl-1-nuorocarbazol-4-yl(oxyacetic acid. 
9-[(2.3-dichlorophenyl)methyl)-5-carbamoy!-l-fluorocarfaazol-4-yl|oxy acetic acid 
9-|(2,4-dichtorophonyl)methylJ-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid 
9-{i2 5^ichlorophenyl)molhyl)-5-carbamoyl-1-fluorocarba2ol-4-ylJoxyacetc acid 
9-[(2,6-dichk5rophenyl|methyl|-5-carbamoyl-1-fluorocarbazol-4-yl}oxyacelic acid 
9-((2-phenoxyphenyl)methyl)-5-carbamoyl-1 -chtorocarbazol-4-yl)oxyacetic acid 
9-[i3-phenoxyphenyl)methylj-5-carbairioyl-1 -chlorocarbazol-4-yl|oxyacetic acid 
9-((2-nuorophenyl)methyl]-5-carbamoyl-1 -chtorocarbazol-4-ylloxyacelic acid 
9-[(3-fluorophenyl)methyl)-S-carbamoy1-1 <hlorccarbazol-4-y1)oxyacetic acid. 
9-[(4-nuorophenyl)methyl]-5-carbamoyl-l -chlorocarbazol-4-yl|oxyacetic acid- 
9-[(2-chloroph8nyl)methyl]-5-carbamoyl-1-chtorocarbazol-4-yl)oxyacetK:acid: 
9-[(3-chlorophenyl)mothyl|-5-carbamoyl-1 -chbrocarbazol-4-yl|oxyacetic acid. 
9-[<2-bromopheny l)methylJ-5-cartjamoyl- 1 -chtorocarbazol-4-y Ijoxyacetic acid 
9-[(3-bromophenyl)melhyl]-5-carbamoyl-1 -chlorocarbazol-4-yl)c*yacetic acid 
9-[(2-icdophenyl)methy l)-5-carbamoyl- 1 -chlorocarbazol-4-y IJoxyacetic acid 
9-l(3-iodophenyl)methyl]-5-carbamoyl-1 -chtofocarbazol-4-ylJoxyacetic acid: 
9-[i2-acelamictophenyl)methy1)-5<arbamoy1-1-chlorocarbazol-4-yl}oxyaceIicacid. 
9-[(3-acetamidophenyl)methyl]-5-carbamoyl- 1 -chlorocart)azol-4-yl}oxyacetic acid 
9-l(2-carbamoylphenyl)methyl|-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid. 
9-[(3-carbanfioylphenyl)methyll-5-carbamoyl-l -chlorocarbazol-4-yl}oxyaceIic acid 
9-[(2-methylsulfonylphenyl)methyl]-5-cart)anioyl-l-chlorocafbazol-4-yl)oxyacetic acid 
9-| i3-methylsultonylphenyl)methyl]-5-carbamoyl-1 -chloroearbazol-4-ylfcixyacetic acid 
9-it2-«nethylphenyl)methyll-5-cafbamoyl-1 -chlorocartoazol-4-yl|oxyacetic acid 
9-[|3-moihylphenyl)m8thy lj-5-carbamoyl-l -chlorccart>azol-4-yl}oxyacetic acid. 
9-[l2-ethylphenyl)methyl]-5-cart>amoyl- 1 -chlorocarbazol-4-yt}oxyacetic acid 
9-[(3-ethylphenyl)methyl)-5-carbamoyl-l-chlofocarbazol-4-yl)oxyacetic acid 
9-[(2-(rifluoromethylphenyl)methyl]-5-carbamoylO-chlorocart>azol-4-ylJoxyacetic acid. 
9-[(3-»nfluoromethylphenyl)methylJ-5-carbamoyl-1-chtorccarbazol-4-ylJoxyacetic acid 
9-[t2-melhoxyphenyl)memyl]-5-carbamoyl-1 -chlorocarbazol-4-yl]oxyacetic acid. 
9-[(cyclopropyl)methylJ-5-carbamoyl-1 -chlorocarbazoM-ylloxyacelic acid 
9-[(cyclobutyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid. 
9-[icyclopentyl)methyl|-5-cafbamoyl-l -chlorocarbazol-4-yl}oxyacetic acid. 
9-[(cyclohexyl)methylJ-5-cartjamoyl-l -chlorocarbazol-4-yl Joxyacetic acid 
9-[l3-methoxyphenyl)m8thyl]-5-carbamoyl-1 -chtorocarbazol-4-yl)oxyacetic acid. 
9-[(2-ethoxyphenyl)melhyl]-5-carbamoyl-1 -chlorccatbazol-4-yl}oxyacelic acid 
9-{(3-ethoxyphenyl)methyl]-5-carbamoyl-1-chlorocarbazol-4-yl)oxyacelic acid 
9-[i2-trifluoromethoxyphenyl)methyl]-5-carbafTioyl-i -chlorocart>azol-4-yl}oxyacetic acid 
9-[l3-^tnnuoromethoxypheny))methyl]-5-carbarr»yl-l-chlwocarbazol-4-yl)oxyaceticacid. 
9-[(2^inuoromBthoxyphenyl)melhyl|-5-<»rbanTOyl-1-chlorcxarbazol-4-yl}oxyacelicacid 
9-{(3<iifluoronnelhoxyphenyl)methyl|-S^rbafnoyl-1-chlorccarbazol-4-yl|oxyaceticacid. 
9-[(2-cyanophonyl)melhyl]-5-carbamoyl-1-chlorocarbazol-4-yl}oxyacelicacid. 
9-li3-cyanophenyllmethyll-5-carbamoyl-1 -chlorccarbazol-4-yl|oxyacelic acid 
9-[(4-cyanophenyl|methyl)-£-carbamoyl-1 -chbrocarbazoM-ylJoxyacetic acid. 
9-[(2-pyndyl)methyl)-5-carbamoyl- 1 -chlorocarbazol-4-yl)oxyacete acid. 
9-((3-pyridyl)methyl]-5-carbamoyl- 1 -chlorocarbazol-4-yl}oxyacetic acid: 
9-(l2-furyl)methylJ-5-carbamoyl-1 -chkxocarbazol-4-yl}oxyacotic acid: 
9-{(3-furyl)methyl]-5-carbamoyM -chlorocarbazol-4-yl)oxyacetic acid: 
9-(t2-thienyl)melhyl]-5-caibamoyl-1 -chlorocarbazol-4-yl)oxyacotc acid. 
9-[(3-thienyl)methyl)-5-cart>amoyl-1 -chlorocarbazol-4-yt)oxyacetc acid. 
9-{(2*enzylphenyl)methyl]-5-carbamoyl-1 -chlofOcarbazol-4-yl}oxyacetic acid. 
9-l(3-benzylphenyl)m©thyll-5-cart3amoy1-1 -chlorocaibazol-4-yl}oxyacetic acid, 
9-{l2-b8nzoylphenyl)methyl]-5-carbarnoyl-1 -chlorocarbazoM-yl)oxyacetc acid: 
9-|(3-benz ylph nyl)methylJ-5-carbamoyl-1-chlorocaibaz l-4-yl}oxyacetic acid: 
9-|(2-bBnzytoxyphenyl)methyl|-5-carbamoyl-l -chtorocarbazol-4-yl}oxyacetic acid- 
9-[(3-b8nzyloxyphenyl)methyl|-5-carbamoyl-l-chtorocarbazol-4-yl|oxyac lie acid. 
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9-{(4-benzyl xyphenyl)melhyl)-5-carbamoyl-1-chl rocarbazol-4-ylJoxyacaIic acid: 
9-{(2-phenylph nyl)methylJ-5-carbamoyl-1-ch!orcKarbazol-4-yl}oxyacetic acid; 
9-[l3i>henylphenyl)melhyl]-5-carbamoyl-1 <hlorocarbazol-4-yl}oxyacelic acid: 
9-[H -naphthyl)melhyl|-5-carbamoyl-1 -chlorocarbazol-4-y IJoxyacetic acid: 
9-((2-naphthyl)mGthylJ-5-carbamoyl-1 -chlorocarba2ol-4-yljoxyacetic acid: 
9-[(2.3-difluorophenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid: 
9-[(2.4-d!nuorophenyl)methylj-5-cart3amoyl-1 -chk>rocarbazol-4-yl)oxyacetic acid: 
9-[(2.5-dinuorophenyl)mathylJ-5-carbanioyl-1 -chbrocarbazol-4-yl}oxyacetic acid. 
9-[i2.6-difluorophenyl)methyl]-5-carbamoyl-1 -chlorocafbazol-4-yl}oxyacetic acid: 
9-[(3 4-difluofDphenyl)methyl]-5-carbamoyl- 1 -chbrocarbazol-4-yl}oxyacelc acid' 
9-{(3.5-difluorophenyl)methyl]-5-carbamoyl-1 -chbrocarbazol-4-yl|oxyacotic acid 
9-[(2.3.4-tnfluoroph8nyl)methyl]-5-carbamoyl-1 -chtorocarbazol-4-yl}oxyacetic acid. 
9-{(2.3,5-tnfluorophenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl|oxyacelic acid: 
94(2.3.6-trifluorophenyl)methyl]-5-catbamoyl-1 -chlorocarbazol-4-y1)oxyacetic acid 
9-Ii2.4,5-trifluorophenyl)methyl|-5-carbamoyl-1 -chlorcxarbazol-4-yl}oxyacetic acid. 
9-[(2.4.6-trifluorophenyl)methyl]-5-carbamayl- 1 -chlorocarbazol-4-yl}oxyacetic acid: 
9-[(3,4,54riflucf<^henyl)me%l)-5K;arbamoyl-1-chlorocarbazol-4-yl}oxyacetic acid. 
9-{<pentefluorophenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid: 
9^l2,3<llchlorophenyl)^lemylJ-5K:arbarTX>yl-1^hlo^cxarbazol-4-yl}oxyacetlcacid: 
9-{f2.4-dichlorophenyl)methyl)-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid. 
9-[i'2.5-dichloropheny l)methyl)-5-carbamoy 1-1 -chlorocarbazol-4-yl)oxyacelic acid 
9-i(2,6-dichlorophenyl)methyl}-5-carbamoyl-1 -chlofocarbazol-4-yl)oxyacetic acid: 
9-j(2^enoxyphenyl)methyn-5^rt3amoyl-3-nuorc<arbMol-4-yl}oxyacaIicacid: 
9-[|3i3henoxyphenyl)mathyI]-S-carbamoyl-3-nuorocart)azo(-4-yl}oxyaceticacid: 
9-[(2-fluorophenyl)methyl|-5^rbamoyl-3-fluorocarbazol-4-yl}oxyacGticaad. 
9-[i3-fluorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-ylJoxyacetic acid. 
9-[(4^irarc^henyl)memyl]-5<art)ariroyi-3-nuorccarbazol-4-yl}oxyacetlcacld. 
9-[|2<hlorcphanyl)methyl]-5<ait)arix>yl-3-ruofocarbazol-4-yl}oxyacetic acfcJ. 
9-[l3-chloropheny()mQthyl]-5-carbanrioyl-3-fluorc«arbazol-4-yl(oxyacetic ackJ. 
9-((2-bromophBnyl)methylJ-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid. 
9-[(3^romc9henyl)methyt]-5<arbaiTioyl-3-fluorocarbazol-4-yl|oxyacetic acid; 
9^(2^odophenyl)melhyl]-5HMrt»rIK>yl-3-fluorocarbazoW-yl|oxyacetk:ackJ: 
9-[(3-io<^henyl)memyl]-5^arbarra>yl-3-fluorc<arbazd-4-yl}oxyaceticacid: 
9-[l2nacetamick^henyl)methyl]-5-carbanK>yl-3-fl^ 

9-[(3^celamidophenyl)metbyl]-S^artafTOyl-3-fluofocarbazol-4-yl}oxyacelicacid: 

9-[i2<arbarrK>ylphenyl)methyl]-5<arbamoyl-3-nuor^^ 

9-[(3Harbanioylphenyl)methyl]-5K»rbamoyl-3-fluwccart)azol-4-yl}oxyacetic acid, 

94(2H7iathylsulfonylphenyl)methyl]-5^arbamoyl-3-nuorocartjazol-4-yl>oxyaceticacid 

9{!3^ethylsulfcflylphenyl)methyl]-5^rbanncyl-3^ 

9-[(2^9mylphenyl)memylJ-5^rbamoyl-3-tlJorccarbazol-4-yl)oxyacotic acid: 

9-[(3HTiethylphenyl)methylj^HMrbaiT»yl-3-fluorccarba2oM-yl}o^ 

9-t(2^thylphenyl)m8thylJ^S^ibamoyl-3-fluorocaibazol-4-yl}oxyacetic acid. 

9^t3^thylphenyl)melhyl]-5<atbamoyl-3-nuorc»caibazol-4-yl}oxyaceticacid. 

94(24rifluwcfnethylph8nyl)methyq-5Hart>amoyl-3-nuorocartjaioM-yl)oxyacaticacid: 

94(3-tnfluofC<Ti8thylphenyl)mGthyl)-5^rbamoyl-3-lluorocait>azol-4-yl)oxyaceticacid. 

9^(2HTiethoxyphenyl)methyq-5<art)amoyl-3-fluorocarfoazol-4-yl}oxyaceticacid: 

9^(cydcpropyl)methyl)-5H^amoyl-3-fluorocart>azol-4-yl}oxyaceticacid: 

9-[(cydobutyl)mefoyl)-5«art>arTK>yl-3-fluorcra^ 

9-[lcyclopentyl)melhyl|-5Kart3an^l-3-nuoro<art)azol-4-ylJoxyacel acid. 

9-[<<yck»iexyl)methyl]-5HMrbafTK>yl-3-fluorc<MrtjazoM-yl}oxyacete 

94<3^ethoxyphenyl)methyO-5Karbamoyl-3-nuorocarbazol-4-yl|oxyaceticacid; 

9^(2^thoxyphenyl)methyll-5<arbaiTK>yl-3^uw^ 

9[l 3^moxyphenyl)methylj-5^rbanxiyl-3^ucx(xart)azol^yl}oxyacatk: acid 

9-l(2-tnfluorc<nethoxyphenyl)methyll-5^rbam^ 

9-[(3-trffluorc^ethc«yphenyl)me%lj-5^rtamoyl-3^uoro(»rfoazoM-yl}oxyacelic acid: 

9-[(2-diflu romethoxyphanyl)methyl|-5Karbanx)yl-3-nuofocart)azol-4-yl}oxyacetic acid: 

9-[(3^inuorcfnethoxyphenyOmemyll-5^rtoamoy1^ 

9-(l2-cyanoph nyl)m thyl]-5-cart>amoy^3-^uorocart)azo^4-ylloxyace!ic acid; 
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9-f (3-cyanophenyl)meihy IJ-5-carbamoyl-3-nuorocarba20l-4-yl (oxyacetic acid. 
9-[(4-cyanophenyl)meihyl|-5-carbamoyl-3-fluofocafba2ol-4-yl|oxyacetic acid. 
9-|l2-pyndyl)methyl]-5-cafbamoyl-3-fluorocaiba2ol-4-yl|oxyacetic acid. 
9-|i3-pyndyl)methyl]-S-carbamoyl-3-{luorocarba2ol-4-yl|oxyacetic acid. 
9-|i2-luryl)methyl]-S-carbamoyl-3-nuorocarbazol-4-yl}oxy acetic acid. 
9-|(3-(uryl)methyl]-5-carbamoyl-3-nuorocarbazol-4-yl}oxyacetic acid: 
9-|(2-thienyl)methyl]-5-carbamoyl-3-fluorocart>azol-4-yl}oxyaceticacid. 
9-[i3-thienyl)methyl]-5-caibamoyl-3-fluorccarba20l-4-yl}oxyacetic acid. 
9-[i'2-benzylphenyl)melhyll-5-carbamoyl-3-fluorocarbazol-4-ylJoxyacetic acid 
9-[(3-ben2ylphenyl)methyl|-5-carbamoyl-3-lluorocarbazol-4-yl}oxyaceticacid; 
9-|(2*enzoylphenyl)methyl]-5-cafbamoyl-3-fluorocarbazol-4-yl)oxyacGtic acid: 
9-I(3-b8nzoylphenyl)methyl]-5-carbamoyl-3-fluorocart)azol-4-yl}oxyacetic acid: 
9-| i2-benzy loxyphenyl)methyll-5-carbamoyl-3-fluorocartoa2ol-4-yl}oxyacel ic acid: 
9-[i3-tenzyloxyphenyl)melhyl|-5-carbamoyl-3-nuorocarbazol-4-yl}oxyacelicacid. 
9-[(4-benzyloxyphenyl)methyl|-5-carbamoyl-3-fluorocarbazol-4-ylloxyacetb acid. 
9-[(2-phenylphenyl)methyl|-5-cart)amoyl-3-nuorc<:arbazol-4-yl}oxyacelic acid 
9-[(3-phenylphenyl)methyl|-5-carbarrioyl-3-fluorocarba2ol-4-ylioxyacetic acid 
9-[(1 -naphUiyl)methyl]-5-carbamoyl-3-nuorocarbazol-4-ylJoxyacetic aad. 
9-[(2^aphthyl)methyl]-5-cart>amoyl-3-fluorocarbazol-4-yl}oxyacetic acid. 
9-[(2,3-difluorophenyl)methyl]-5-carbamoyl-3-fluorccarbazol-4-yl}oxyaceticacid: 
9-[(2,4-difluofophenyl)melhyl|-5-carbamoyl-3-fluorccarbazol-4-yl}oxyacetic acid: 
9^(2.5-diflucirophenyl)methyl|-5Kartwmoyl-3-fluorocarbazoM-yl}c>xyaceticacid. 
9-[(2.6KJiftuc*ophenyl)methyl]-5-carbarrioyl-3-fluorocarbazol-4-yl|oxyaceticacid 
9-[(3.4-difluorophenyl)m8lhyl]-5-carbamoyl-3-fluorccarbazol-4-yl|oxyacetic acid 
94(3.5<lifluorophenyl)m8>hyl|-5^fbanioyl-3-fluorocarbazol-4-yl|oxyaceticacid. 
9-((2.3.4-trinuorophenyl)methyl]-5-carbamoyl-3-nuorocarbazol-4-ylK3xyaceticacid. 
9-[(2.3 5-tnfluorophanyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid: 
9-|(2 3 6-trifluorophenyl)methyl]-5-carbamoyl-3-fluorocart>azol-4-yl)oxyacetic acid: 
9-| (2.4 5-tri(luorophenyl)methyl)-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid, 
9-[i2 4 6-trifluor(^honyl)methyl]-5^rbamoy(-3-fIuonocarbazoM-yl(oxyacetic acid, 
9-|(3 4 5-tnfluorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-ylloxyacetic acid: 
9-[(pentafluorophenyl)tTiethyl]-5-carbamoyl-3-fluorocarbazc>J-4-yl(oxyacetic acid. 
9-(i2.3-dichlorophenyl)methylJ-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid, 
9-[(2.4-dichkxophenyl)methyl)-5-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid; 
9-[i2.5-dichlorophenyl|mGlhyl)-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid: 
9-[i2.6-dichlorophenyl)methyl|-5-carbamoyl-3-fluorc€arbazol-4-yl}oxyacetic acid. 
9-|<2-fluoro-3-trifluwornethylphenyl)methyl)-5<arbarT^ acid. 
9-[(2-ruoro-5-trrfiuwcfliethylph8nyl)methyl]-5^rbamoyl-lH;hlorccarbazol-4-yl|oxyacetic acid: 
9-[i.2-nuorc^-trifluorc«nethylphenyl)nrethyl-5-carbam acid. 
9-{(34luorc-5-trifluoromethylphenyl)rnathyl]-5<arbarTK)yl-lK:hlor<XMrbazol-4-yl)oxyacelic acid: 
9-[i4-nuoro-2-trifluorc<nethylp+ienyl)mem^^ 

9-[3-(2-fluorcphenoxy)methylJ-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid. 
9-[3-(4-nuorophenoxy)melhyl]-5-carbamoyl-1 -fIuorocarbazol-4-yl}oxyacetic acid 
9-[i2-nuor<>3-methylphenyl)methyl]-5-rarbamoyl-1-fluorocarbazol-4-yl}oxyaceticacid. 
9-((3-chloro-2-nuorcflhenyl)melhyl]-5-carbamoyl-1-fluorocarbazol-4-yl}oxyacetic acid. 
9-[i2-chloro-6-f)uofophenyl)methylj-5-carbamoyl-1 -fluorocarbazol-4-ylJoxyacetc acid. 
9-[(2 bromo-5-fluorophenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid. 
9-[i1 -braTio-2-naphthylphenyl)mathyl]-5-rarbamoylO-fluorocarbazol-4-ylJoxyacetic acid. 
94l2-methyl+naphthyVhenyl)me1hyl]-5-<afbamoyl-1^^ 

9-[i6-roethyl-2riaphthylph8nyl)me%l]-5-carbamoy1-1 -fluorocarbazoi-4-yl}oxyacetic acid: 
9- ((2-((ph8nylsulfonyl)me«hyl)phenyl)melhyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetie acid. 
9-{f 1 -nuorenylmethyl]-5-carbamoyl-1 -fluorocarbazol-4-yi}oxyacetc acid, 
94(2-fluorc-3-trinuorc™ethylphenyl)mathyl]-5-cart>an^ 

94(2-fluorc-5-trifluoromethylphenyl)methylj-5-<ar^^ acid: 
94(2-nuorc^-tnfluorOTnethylphenyl)memyl-5-car^^ 

9^(3-fluwo-5-trinuoromethylphenyl)nielhyl]-5<arbamoyl-1<hlorocart}az l-4-yl}oxyacetic acid. 
9-(t44luoro-2-trifluoromelhylphenyl)memyl]-5-cart>amoyl-1 -chlorocarbazol-4-yljoxyacetic acid: 
94t4-fluorc-3-tnfluorc*nemytphenyl)methyl]-5-car^^ 
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9-(3-(2-flu rophenoxy)melhyl|-5-carbamoyl-1-chlofOcafba2 W-ylJoxyacetx: acid. 
9-I3-(4-nuorophenoxy)methyl)-5-carbamoyl-1 -chtorocarbazol-4-yl}oxyacetc acid. 
9-[(2-fluoro-3-methylphenyl)methyl]-5-carbamoyl- 1 -chtorocarbazol-4-yl|oxyacettc acid 
9-((3^hlorc-2-nuorophenyl)melhyl)-5-carbamoyl-1-chlorocart)azol-4-yl}oxyaceticacid: 
9-((2<hloro^-fluofCf)henyl)methylJ-5-carbamoyl-1<hlorccart>a7oU-yl}oxyaceticacid: 
9-[(2-bromo-5-nuorophenyl)methyll-5-carbamoyl-1 <hlorocarbazol-4-yl)oxyacet'ic acid: 
9-[(1 -bromc-2-naphthyIphenyl)rnethyl]-5-carbamoyl-1 -chlorocarbazoM-yl)oxyacetic acid: 
9-[(2-mothyl-1 -naphthylphenyl)methyll-5-carbamoyl-1 -chlorocarbazol-4-yl|oxyac8tic acid: 
9-[(6^ethyl-24iaphmylphenyl)memyl]-5^arbamoyl-1-chlofocarbazol-4-yl)oxyacetic acid; 
9-[l2-((phenylsulfonyl)methyl)phenyl)memyl r 5<afbarro^^ acid 
9-{(1 -fluorenylmathyll-5-carbamoyl-1 -chlorocarbazol-4^yl}oxyacBtic acid. 
9^(2-fluorc-3-trifluaromethylphenyl>iiethyl]-5^ 
9-[i2-fluorc~5-trrfluorc*nemylphenyl)memyl]-5 
g-[(2-fluorc^-ttifluorcfnelhy(phenyl)me^^ 

9-[|3-nuoro-5-trifluoromelhylphenyl)mBmyli-S^rbamoyl-3-fluofocarbazol-4-yl)oxyaceticacid: 
9-[(4^uoro-2-trifluoromelhylphenyl)memyli-5<arban^l-3-fluorocarbazol-4-yl}oxyacetic acid 
9^(4-fluoro-3-trifluorc<nBthylphenyl)methylj-5-carbarTK)yl-3-nuorcxarbazoM-ylJoxyacelic acid" 
9-| 3-(2-fluorophenoxy)melhyl)-5-ca(bamoyl-3-fluorocarbazol-4-ylJoxyacetic acid 
9-|3-(4-nua-ophenoxy)rriethyli-5-carbamoyl-3-nuorocarbazol-4-yl)oxyacelicacid 
9-[(2-fluoro-3-methytphenyl)rr»ihy^5<art^ 
9-[(3-chtorc-2-nuorophenyl)methyl]-5Karbar^^ 

9-{(2-chlorc-«-nuoro^enyl)methyl]-5Karbamoyl-34luorcxart)a2ol-4-ylJoxyacetic acid 
9-[(2-bromo-54luaophenyl)methyl]-5<arbarT^ 

9-(0 -bron^2HTaphthylphenyO™thylJ-5-cart>amoyl-3-nuorocart3azol-4-ylloxyacetic acid. 
9-[i2-mamyl-lHiaphmylphenyl)memyl|-S-carbarTK>yl-3-lluorccarbazol-4-yl|oxyaceticacid 
9-[i6-methyl-2-nar*thylphenyl)methyl|-5-carbarrK^ acid. 
9-[(2-((phanylsulfonyl)memyl)phenyl)melhy)]-5-cart>amoyl-3-nuofocart)azoM-ylloxyacetic acid. 
9-[l 1 -nuorenylmethyl]-S-carbamoyl-3-ftuorocarbazol-4-yl)oxyacetic acid. 
9-[(2-thiophenoxymathylphenyl)-5-carbamoylcarbazol-4-ylJoxyacelicacid: 
9-{(3-thiophenoxymethylphenyl)-5-carbamoylcarbazol-4-yl|oxyacelic acid: 
9-{(4-thiophenoxym8thylphenyl)-5<arbanrioylcarbazol-4-yl]oxyacelic acid. 
94(2-methyl-9KJX0-9H-xanthenyl)-5<art>amoylcarbazol-4-yl)oxyac©ticackl. 
9-{(2-mothyl-9K>xo-9H-thioxanmenyl)-5^rbanwylcarbazol-4-yl]oxyaceticacid. 
9-[(2-phenoxyphenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester: 
9-[l3-phenoxyphenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacatic acid methyl aster. 
9-l(2-fluorophenyl)melhyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-((3-fluorc^henyl)methyll-5-cartortK>yN1-nuorc«art)azoM-ylloxyacetic acid methyl ester. 
9-{(4-fluc^henyl)mathyl]-5-carbamoyl-1-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[(2<hlorc^henyl)methyl]-5Harbamoyl-1-fluorocarbazol-4-ylJoxyacetic acid methyl ester 
9-[(3<hlorcf3henyl)m8thyli-5HarbarTKvl-1-fiuorccarbazol-4-yl}oxyacetic acid methyl estar. 
9-{(2-bromoph8nyl)methyll-5-carbamoyl-1-fluorocarbazol-4-yl|oxyacetic acid methyl ester: 
9-[(343romcflhenyDmethylJ-5-carbamoyl-1-fluorccarbazol-4-ylioxyacetic acid methyl ester. 
9-{(2HC<^heriyl)memyl)-5-<arbarrx)yl-1-fluorc<arbazol-4-yl}oxyacetic acid methyl ester. 
9H(3H«iophertyl)methyli-5-carbarr^ acid methyl ester. 

9-((2-acetamidophenyl)methyll-5-carbamoyl-1 -fluorccarbazol-4-yl]oxyacetic acid methyl ester. 
9-[(3-acetamidophenyl)methyl]-5-carbamoyl-1-fl^ acid methyl ester 

9^(2-carbanraytprienyl)methyll-5-<»roa^ acid methyl ester 

9-j|3-carbamoylphenyl)methyt)-5-carrjam^^ acid methyl ester. 

9-i(2-methylsulfcAylphenyl)rTOthyll-5-^^ acid methyl ester. 

9-i(3-meth^su!fcfly1pheny0nra%lj-5-ca*arT»^ acid methyl ester 

9-{(2-methylphenyl)memyl|-5<»rt)anfK>yl-1-fluorcx^r^c^4-yl)oxyacette acid methyl ester: 
9-|(3-methylphenyl)methyl)-5-rarbamoyl-1-fluora acid methyl ester: 

94(2-ethytpr»nyl)methyl]-5<arbamoyl-1-fluoro<»^ methyl ester 

9-[(3-ethylphenyl)methyl]-S-carbamoyl-1 -fluorocartJazol-4-yl|oxyacetic acid methyl ester 
94(24rifluoromethyiphenyl)methy0-5-rarbam^ methyl ester. 

9-i(3^nfluwOTWthylphenyl)methylj-5-ra acid methyl ester. 

9-[(2Hnamoxyphenyl)memytl-5-carbarnoyh1-fluoiocartmc4-4-yl}oxyacatic acid methyl est r. 
9-[|(^clopropyl)methyl}-5-carbanx)yl-l-nuorocart>azol-4-y acid methyl ester. 
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9-[fcyclobuiyl)methylJ-5-cart)amoyl-1-nuorc3cart3azol-4-yl)oxyaceticacid methyl est r 
9-[(cyclopentyl)methyl|-5-carbamoyl-1-fluorocarba2ol-4-yl}oxyacetic acid methyl ester 
9-[(cyclohexyl)methylI-5-carbamoyl-1-fluorocarbazol-4-ylitwyacetic acid methyl ester. 
9-[(3-melhoxyphenyl)rnethyl]-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacetic acid methyl ester. 

s 9-[(2-ethoxyphenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid methyl ester. 

9-[(3-ethoxyphenyl)melhyl|-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[i2-tnfluoromethoxyphenyl)methyl|-5<arbamoyl-1 -fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(3-tnf)uoromethoxyphenyl)methyl]-5-carbamoyl-l -fluorocarbazol-4-yl)oxyacetic acid methyl ester: 
9-li2^ifluoromethoxyphenyl)methyl|-5<arbamoyl-1-fluorocarba20l-4-yl}oxyacetic acid methyl ester. 

10 9-[(3-difluoromethoxyphenyl)methyl|-5-carbamoyl-l -fluorocarbazol-4-yl}oxyacetic acid methyl ester 

9-|(2-cyanophenyl)methyll-5-carbamoyH -fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-||3<yarx^enyl)methyl]-5-carbariioyl-1-fluorocarba£Ol-4-ylJoxyacetic acid methyl ester 
9-[(4-cyanophenyl|methyl]-5-carbamoyH-fluorocarbazol-4-yl|oxyacetic acid methyl ester 
9-|i'2i3yricVI)rr»thyl]-5<arbamoyl-1-nuorocart)azol-4-yl)oxyacetic acid methyl ester 

is 9-[('3-pyndyl)melhyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester. 

9-|i2-(uryl)methyll-5-carbamoyl-1-fluorcearbazol-4-ylloxyacetic acid methyl ester 
9-|(3-furyl)methyl|-5-carbamoyl-l -fluorocart)azol-4-yl|oxyacetic acid methyl ester 
9-[(2^hienyl)melhyl]-5<arbamoyl-l-flucM'ocarbazol-4-ylJoxyacelic acid methyl ester. 
9-(j3-thienyl)methyll-S-carbamoyl-1-nuorocarba2ol-4-yl|oxyacetic acid methyl ester. 

zo 9-[(2-benzylphenyl)methyll-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester 

9-{(3^nzylphenyl)methyl]-5-carban^l-1-nuorc«arbazol-4-yl|oxyacetic acid methyl ester. 
9-[(2-toenzoylphenyl)melhyl]-5-carbamoyl-1 -fluorocarbazol-4-yl(oxyacetic aad methyl ester 
9-[(3-benzoylphenyl)melhyl]-5<arbamoyl-1-nuorocarbazol-4-yl}oxyacetic acid methyl ester. 
94(2-benzyloxyphenyl)methyl]-5-carbamoyl-1-fluorocarba2ol-4-yl)oxyacetc acid methyl ester. 

25 9-[(3-benzyloxyphenyl)methyl)-5-carbamoyl-l -fluorocarbazol-4-yl}oxyacetc acid methyl ester 

9-H4-benzyloxyphenyl)methyl]-5-carbamoyl-l-fluorocarbazol-4-yl)oxyacetc acxJ methyl ester 
9-[i2-phenylphenyl)methyl]-5-carbamoyl-1 -Huorocarbazol-4-ylJoxyacetic acid methyl ester. 
9-|(3^henyrtphenyl)methyl]-5-carbamcylo-lluorcxarbazcJ-4-yl)oxyacette acid methyl ester. 
g-ifl-naphthyllmethyll-S-carbamoyl-l-fluorccarbazoM-ylrOxyacelioacid methyl ester 

so 9-[<2-naphthyl)methyl|-5-carbamoyl-1 -fluorocarbazol-4-ylfOxyacetic acid methyl ester 

9-[(2.3<lifluorct)henyl)methyl]-5^rbamcylO-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
94(2.4-difluOTophenyl)rnelhyll-5<:aroarnoylO-fluortxMrbazoM-yl(C)xyacetic acid methyl ester. 
9-|(2.5 difluorophenyl)methyl)-5K:arbamoyl-1fluorocarbazol-4-yl|oxyacelic acid methyl ester 
9-[(2.6-difluorophenyl)mothyl]-S^rbamcyl-1-nuoiocarbazol-4-yl|oxyacetic acid mothyl ester 

3S 94i3.4^ifluOTophenyl)methylj-5-carbamoyl-1-nuorocarbazol-4-yl|oxyacetic acid methyl ester 

9-[(3.5-difluofOc^enyl)methylj-5<arc«rrK^I-1-fluoiocarbazoM-yl|oxyacetic acid methyl ester 
9-|t2 3 4-tnfluorophenyl)methylJ-5<arbamoyl-1-nuorocarbazol-4-yl)oxyacetic acid methyl ester: 
9-lt2,3.5-tnfluorophenyl)methyl]-5-carbamoyl- 1-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-((2.3 6-tnfluorophenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester. 

■*o 9-[(2.4 5-trifluorophenyl)methyl]-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-((2 4 6-tnfluorophenyl)methyll-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-[(3.4.5-trifIuorophenyl)methylj -5-carbamoyl-1-fluorccarbazol-4-yl|oxyacetic acid methyl ester 
9-[(pentafluorophenyl)methyl]-5-<:arbamoyl-1 -fluoracarbazol-4-yl|oxyacetic acid methyl ester. 
9-|i2.3<jichlorcphenyl)methyll-5K:arbamoyl-1-fluorocaibazol-4-ylloxyacetic acid methyl ester. 

4S 9-[(2 4Kjichtorcphenyl)methyll-5-carbamoyl-1-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 

9-{(2,5-dichlwophenyl|methylJ-5Karbarrrayl-1-nuorc<Mrc^oM-yl}oxyacelc acid methyl ester. 
9^(2.6-dichtorc)phenyl)methyl)-5^rbamc7l-1-nuor<x»rbazol-4-yl|oxyacetic acid methyl ester: 
9-[(2-phenoxyphenyl)methyil-5-carbamoyl-1-chlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-(f3-phenoxyphenyl)methylj-S-carbamoyl-1-chlorocarbazol-4-yl|oxyacetic acid methyl ester 

so 9-|(2-fluorophenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetK: acid methyl ester. 

9-l\3-nuorophenyl|methyli-5-carbart»ylO<hlorccarbazol-4-yl}oxyacetic acid methyl ester 
9-[(44luorophenyl)methyl]-5-Mrbarnoyl-l-chlorocarbazol-4-yl|oxyacetic acid methyl ester 
9-{(2-chlorophenyl)melhyl]-5-carbamoyl-1 -chtorocarbazoM-ylJoxyacetic acid methyl ester: 
9^3<hlorcx3henyl)rr»thylj-5<aroanx)yl-1 -chlorocarbazol-4-yl)oxyacetic acid methyl ester: 

ss 9-j(2-bromophenyl)methyl]-5-carbamoy1-1 -chlorocarbazol-4-yl|oxyacelic acid methyl ester. 

94(3-br<xriophenyDmethyl|-5^rtemoyl-1<htorc^ st r. 

94i2Hoctophenyl)mettyl]-5H:arbarrx^ acid m thyl ester 

9-[l3^c<jopher1yl)methyl|-S-carbamoyl-^-chlorccarbaz 1-4-ylJoxyacetic acid methyl est r 
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9^(2^cetamidophenyl)methyl]-5-carbarnoyl-1-chlorocartjazol-4-yl}oxyacelic acid methyl est r. 

9^(3^cetarriidcflhenyl)methyl]-5^rbarnc^l-1<^lorcxart^ol-4-yl}oxyacetic acid methyl ester. 

94i2^rbamoylphenyl)memylJ-5Kamarnoyl-1-chlofocarbazol-4-yl|oxyacetic acid methyl ester 

9-[(3-cart>amoylphenyl)melhyl]-5-carbamoyl-1 -chlorocarbazol-4-yl)oxyacetic acid methyl ester 
s 9-t(2-methyl8ulfonylph8nyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid methyl ester. 

9-[(3^ethylsurfc4iylphenyl)methyl]-5^rbarrK>yl-1<hlorc<»rbazoM-yl)axyacetic acid methyl ester. 

9-[t2^ethylphenyl)methyl]-5Karbarnoyl-1-chlorocarbazol-4-yl)oxyacetic acid methyl ester 

94(3-rnethylphenyl)melhyl]-5-carbamoyl-1<hlorocarba2ol-4-yl}oxyacetic acid methyl ester: 

9-[(2-ethylphenyl)methyll-5-carbamoyl-1-chlorocarbazoi-4-yl|oxyacettc acid methyl ester 
to 9-[(3-elhylphenyl)melhyl]-5-carbamoyl-1 -chlorocarbazol-4-yl)oxyacetic acid methyl ester. 

9'{(2-trifluoromethylphenyl)methyl]-5-carbamoyl-1-chlorocarbazol-4'yl]oxyacetc acid methyl ester. 

9-[(34rrnuorc<nethylphenyl)nTethyl]-5Karbamoyl-1<hlorocarbazol-4-ylloxyacette acid methyl ester. 

9-[(2-methoxyphenyl)methyI]-5-carbarnoyl-1 -chlor ocarbazol-4-yl}oxyacetic acid methyl ester 

9-[(cyclopropyl)methyl]-5-carbamoyl-1-chlorocarbazol-4-yl)oxyacetic acid methyl ester: 
»s 9-((cyclobutyl)melhyl]-5-carbamoyl-1 -chtorocarbazol-4-yl}oxyacetic acid methyl ester 

94(cydopentyl)methylj-5Karbamoyl-1-chlorc)carbazol-4-yl}oxyacetic acid methyl ester. 

9-[(cydohexyl)methyl]-5<art»moyl-1-chlorocarbazol-4-yl}oxyacetic acid methyl ester 

9-j(3-methoxyphenyl)methyl)-5-carbamoyl-1-chlorocart]azol-4-yl}oxyacetic acid methyl ester: 

9-[(2^thoxyphenyl)methyl]-5<arbarnoyl-1<hlorocarbazol-4-yl}oxyacetic acid methyl ester 
20 9-[(3^thoxyphenyl)methylJ-5-<arbamoyl-1<hlorocarbazol-4-yl|oxyacetic acid methyl ester 

9-f(2Hrifiuoromethoxyphenyl)methyl]-5HMmarnoylo^hlorocarb^oM^I}oxyacetic acid methyl ester 

94(3^rifluofc<netrioxyphenyl)methyll-5-carbamoyl-l -chlorccarbazol-4-yljoxyacetic acid methyl ester. 

9-[(2-difluoromethoxyphenyl)methyl|-5<arbam acid methyl ester. 

9-i(3-difluor«tiethoxyphanyl)methyl]-5-<Mr^^ acid methyl ester: 

?5 9-[f2-cyanophenyl)methylJ-5-carbamoyl-1 -chtorccarbazol-4-yl|oxyacetic acid methyl ester: 

9-[t3<yanophenyl)memyl]-5^rban^l-1-chtorocamazol-4-yl}oxyacetic acid methyl ester, 

9-[(4-cyanophenyl)methyl]-5-carbamoyl-1 -cfilorccarbazol-4-ylfoxyacetic acid methyl ester. 

94(2^ynrJyl)methyl]-5^rbamoylO<:htorocarbazol-4-yl}oxyacetic acid methyl ester; 

9-I(3-pyndy')methyl]-5-carbamoyl-1-chlorccarbazol-4-yl)oxyacetc acxJ methyl ester: 
oo 9-[(2-furyl)melhy l]-5-carbamoyl-1 -chlorocarbazol-4-yl)oxyacetic acid methyl ester: 

9-i(3-turyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetic acid methyl ester; 

9-[(2-thienyl)methyl]-5-carbamoyl-1 -chlorocarbazc-M-ylJoxyacetic acid methyl ester: 

9-[(3-thienyl)methyl|-5-carbamoyl-1 -chlorocarbazoM-yljoxyacetic acid methyl ester. 

94(24>enzylrjhenyl)methyl|-S^rbamoyl-1-chlorocarbazoM-yl}oxyacetic acid methyl ester; 
3S 9-{{3-benzylphenyl)methyll-5-carbamoyl-1 -chlorocarbazol-4-yl|oxyacetic acid methyl ester. 

9^(2^enzcylphenyl)methyl]-5<arbamcyl-1<hlorc<arbazol-4-yl}oxyacetic acid methyl ester 

9-'(3-benzoytphenyl)methyll-5-carbamoyI-l -ch!orocarbazol-4-yl|oxyacetic acid methyl ester. 

9-[(2*anzyloxyphenyl)methyll-5-^rbamoyl-1-chlorocarbazol-4-ylfoxyacetic acid methyl ester; 

9-[(3^nzyloxyphenyl)memyl|-5<arbamoyl-1-chlorocarbazol-4-ylloxyacetic acid methyl ester. 
40 9-[(4-tenzyloxyphenyl)methy l|-5-carbamoyl-1 -chlorocarbazol-4-ylJoxyacetic acid methyl ester: 

94(2^henylphenyl)methyl]-5Karbarrtoyl-1<hlorccart)azol-4-yl}oxyacetic acid methyl ester. 

9^(3^>henylphenyl)methyl)-5Harbarrioy10<hlorccarbazol-4-yl)oxyacetic acid methyl ester. 

94(1^aphthyl)methyl]-5^rbamoyl-1-chlorocarbazol-4-yl)oxyacetic acid methyl ester 

9-[(2-riaphthyl)methyl]-5^rbamcyl-1<hlorocarbazol-4-yl)oxyaceticacid methyl ester 
■w 9-((2,3-difluorophenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yl)oxyacetrc acid methyl ester: 

9-[(2.4KJifluc)rcphenyl)methyl]-5-carbamoyl-1 -chlorocarbazol-4-yt}oxyacetic acid methyl ester: 

9-[(2,5-difluorophenyl)rnethyl]-5-cart)amoyl-l<hbrocarbazol-4-ylJoxyacetic acid methyl ester: 

9-[(2.6-difluorophenyl)methyl]-5-cart)amoyl-l -chtorccarbazol-4-yljoxyacetic acid methyl ester. 

9-[(3.4-difluorophenyl)methyl]-5<art>amoyl-lH:hto^^ acid methyl ester. 

so 9-[(3,5-difluorophenyl)methyli-5-carrjamoy 1-1 -chk>rocarbazol-4-yl|oxyacetic acid methyl ester, 

9-i(2.3,44rifluorcphenyl)methyl]-5<»rbamoyl-1<htorocart»zol-4-yl}oxyacetic acid methyl ester 

9-(2,3.5-trifluc*opheny1)methy11-5-carbam^^ acid methyl ester; 

9-[(2,3.6-trifluorophenyl)me%q-5<»rbamcyM acid methyl ester. 

9-|(2,4,5-Uinuorophenyl)methyl)-5-carbamoyl-1 -chlorocarbazol-4-yl}oxyacetc acid methyl ester. 
55 9-[(2.4,6-tnfluorophenyt)methyl]-5-carbamoyl-1 -ch lorccarbazol-4-yl}oxyacetc acid methyl ester. 

9-[(3A5-tnrruorophenyl)memylj-5<arbam^ acid methyl ester. 

9-[(pentafluorophenyl)methyl]-5-carbamoyl-l-chl rccarbazol-4-yl}oxyac tic acid methyl ester 

9-[(2,3-dichlorophenyl)methyl]-5K»rbarno^^ acid methyl est r; 
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9-[(2 4-dichlorophenyl|melhyll-5-carbamoyl-l-chlorocarba/ol-4-yl|oxyacetic acid melhyl ester: 
94i2.5^ichtoiophenyl)me%lh5<arbamoyl-1-chlorocarba20l-4-yl)0)iyacetic acid methyl ester. 
9-[(2.6-dichlorophenyl)m8thyl)-5-carbamoyl-i-chlorocarbazol-4-yl[oxyacetic acid methyl ester. 
9-[i2-phenoxyphenyl)methyl)-5-carbamoyl-3-fluofocaiba20l-4-yl)oxyacetic acid melhyl ester. 

s 9-((3-phenoxyphenyl)methyl]-5-carbamoyl-3-nuorocarbazol-4-yl}oxyacetic acid methyl ester 

9-[t2-fluQrophcnyl)mothyl|-5-rarbarnoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-[(3-f1uorcphenyl)methylJ-5-Mrbarrioyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(4-fluorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-(i'2-chlorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 

>0 9-[i3-chlorophenyl)methyl]-5-carbamoyl-3-fluorccarbazol-4-yl)oxyacetic acid methyl ester; 

9-(i2-bromophenyl)methyl)-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-[i'3-bronnophenyl)methyl|-5-carbamoyl-3-fluorocarbazol-4-yl}oxyac9tic acid methyl ester. 
9-I(2-icdophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-ylloxyacetic acid methyl ester. 
9-{i3Hoctophenyl)memyl]-5H»rbamoyl-3-riuorocarbazol-4-ylloxyacetic acid methyl ester. 

>s 9-|i2-acetamidophenyi)methyl]-5K»rbamoyl-3-fluorocarba2ol-4-yl)oxyacetic acid methyl ester. 

9-|(3-acetami*phenyl)methyl]-5-cart)arnoyt-3-fluorocarbazo)-4-yl)oxyacetic acid methyl ester. 
9-[i2-carbamoylphenyl)methy1]-5-carbamoyl-3-fluorocarba2ol-4-yl}oxyacetic acid methyl ester. 
9-(i3<arbamoylphenyl)methyl]-5-carbarnoyl-3-nuorocarbazol-4-yl)oxyacetic acid methyl ester: 
9-[i2-methylsul(onylphenyl)methyl|-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester. 

20 9-[i3-melhylsulfonylphenyl)methyl]-5-carbamoyl-3-fluorccarbazol-4-yl}oxyacetic acid methyl ester. 

9-(i2-methylphenyl)methyl]-5^rbarrK>yl-34luorccarbazol-4-yl}oxyacetic acid methyl ester: 
9-[i3-methylphenyl)m8thyl]-5-carbamoyl-3-fIuorccarbazol-4-yl}oxyacetc acid methyl ester. 
9-[(2-ethylphenyl)methyl]-S-carbamoyl-3-nuorocarbazot-4-yl)oxyacetic acid methyl ester. 
9-[i3-ethylphenyl)melhyl]-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 

& 9-((2-tnfluoromethylphenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 

9-[(3-tnfluoromethylphenyl)methyl]-5-carbamoyl-3-lluorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[(2-methoxyphenyl)methyl]-5-carbamoyl-3-nuorocarbazol-4-yl)oxyacetic acid methyl ester 
9-[(cyclopropyl)methyl]-5-carbamoyl-3-fluorccarbazol-4-ylJoxyacetic acid methyl ester 
9-[(cyclobutyl)methyl)-5-carbamoyl-3-fluorcxarbazol-4-yl}oxyace!ic acid methyl ester 

so 9-[(cyclcflentyl)methyl|-5^aibamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 

9-[icyclohexyl)methyl]-5-carbamoyl-3-fluorocarbazol-4 yl)oxyacetic acid methyl ester. 
9-[(3-methoxyphenyl)methyll-S-carbamoyl-3-lluorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-(i'2-ethoxyphenyl)methyl]-S-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[i3^thoxyphenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester: 

35 9-((2-trifluc^ometrK>xyphenyl)methyl]-5^rbarnoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 

9-(t3-tnnuoromethoxyphenyl)methyl|-5<art>arnoyl-3-fluorc«arbazol-4-yl}oxyacetic acid methyl ester. 
94<2<lifluorc^ethoxyphenyl)methylj-5-carbamoyl-3-riuorocarbazol-4-yl)oxyacetic acid methyl ester, 
9-[<3^ifluoromethoxyphenyl)methyl)-5^arbarnoyl-3-fluorcearbazol-4-yl|oxyacetic acid methyl ester 
9-I(2K!yanophenyl)methylJ-5-carbamoyl-3-tluorocarbazol-4-ylJoxyacetic acid methyl ester 

•*0 9-|i3<yanophenyl|methyl|-5<arbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 

9-l»4-cyanophenyl)methyl]-5-carbamoyl-3-fluorocaraazol-4-ylloxyacetic acid methyl ester. 
9-[(2-pyridyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid melhyl ester 
9-((3i)yridyl)m8thylI-S-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester 
9-[(2-luryl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester 

■« 9-[e3-tuiyl)methyl]-5^rbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 

9-[t2-thienyl)methyl|-SH:aitamcyl-3-fluorocarDazol-4-yl|oxyacetic acid methyl ester 
9-[(3-thienyl)methyl]-5-carbamoyl-3-flUQrocarbazol-4-ylfoxyacetic acid methyl ester. 
9-[i2-benzylphenyl)methyl]-5-carbamoyl-3-lluorocarbazol-4-ylK»'yacetic acid methyl ester: 
9-[i34Mnzylphenyl)methylj-5-carbarnoyl-3-fluorccarba2ol-4-yl}oxyacetic acid methyl ester: 

so 9-[i24>er«oylphenyl)melhyl]-5^arbarnoyl-3-fluc<ocarbazot-4-yl)oxyacetc acid methyl ester: 

9-[l3-benzoylphenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester 
9^(2^nzyloxyphenyl)metriyl]-5<arbarnoyl-3-nuorocarba2ol-4-yl}oxyacetc acid methyl ester. 
9-(i3*enzyloxyphenyl)me%l]-5<art)amoyl-3-fluoro(arbazc+4-yl}oxyaceticacid methyl ester 
9-[(4-benzyloxyph8nyl)metriyl|-5<arbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 

ss 9-[i2^henylphenyl)methyl]-5^rbanK)yl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 

94i3^enylphenyl)methylJ-5<arbarnoyl-3-tluorccarbazol-4-yl|oxyacetic acid methyl est r: 
9-(t 1 -naphmyl)methyl|-5^rbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ster. 
9-((2-r«phthyl)methyl]-5-carbamoyl-3-rluorocarbaz l-4-yl}oxyacetic acid methyl ester 
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9-[(2.3-dinuorophenyl)melhyl]-5-carbamoyl-3-nuorocarbazo!-4-yl)oxyacelic acid methyl ester. 
9-[('2,4-dinuorophenyl)rnethyl]-5K»rbamoyl-3-fluorocarba20l-4-yl}oxyacetic acid methyl ester. 
9^(2,SsJinuorophenyl)rnethyl]-5-carbarrioyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[i2.6-dinuorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(3,4^inuorophenyl)methyl]-5^*anioyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-t(3,5^ifluorophenyl)methyl]-5<arbanioyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester: 
9-[(2.3.4-tnfluorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester, 
9-|(2,3.54rinuorophenyl)methyl]-5-carbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
94(2,3,64rinuc*ophenyl)melhyl]-5<arbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester; 
9-[(2.4.5-trifluoroplienyl)memyl]-5Karbamoyl-3-fluorocarbazol-4-yl)oxyacetic acid methyl ester- 
9-[i'2,4,6-trifluorophenyl)methyl]-5-carbamoyl-3-nuorccarbazol-4-yl}oxyacetic acid methyl ester: 
9-|(3.4.5-trinuorophenyl)methyl)-5-carbamoyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[(r^ntafluc«-ophenyl)methyl]-S-carbarrioyl-3-fluorocarbazol-4-yl|oxyacetic acid methyl ester: 
9-[l'2.3^ichtorcphenyl)methyll-5-carbarnoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-fl'2.4-dichlorophenyl)methyl|-5<arbamoyl-3-nuorocarbazol-4-ylioxyacetic acid methyl ester. 
9-[(2,5^ichlorc»phenyl)me%l|-5^rbamoyl-3-fluorocarbazol-4-yl}oxyacetic acid methyl ester, 
9-[<2.6^ichlorophenyl)methyl|-5-carbarnoyl-3-flJorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[(2-nuoro-3-trifluoromethylphenyl)methyl)-5-carbamoyl-1 -nuorocarbazol-4-yl)oxyacetic acid methyl ester: 
9-[(2-fluorcH5-t/ifluoromethylphenyl)methyl]-5H:arbarnoyl-1-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(2-fluoro^-trifiuoromethylphenyl)methyl]-5^rbamoyl-14luorccartiazc^^-yl)oxyacetffi acid methyl ester. 
9-[(3-fluoro-5-trifluoromethylphenyl)methylj-5-cart)amoyl-1 -fluorocarbazol-4-yl}oxyacet«: acid methyl ester. 
9-[(44luoro-2-trifluorOTemylphenyl)memylj-5xaroanTOyl44luorc)carbazol-4-ylJoxyacetic acid methyl ester: 
9-[(4-nuoro-3-trifluoromethy1phenyl)methyl|-5-carbamoyl-1 -fluorocarbazol-4-yljoxyacetic acid methyl ester 
9-[3-(2-fluorophenoxy)methyl)-5-carbamoyl-1 -fluorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-l3-(4-fluorophenoxy)methylJ-5-carbamoyl-1-fluorocarbazol-4-ylJoxyacetic acid methyl ester. 
9-[(2-fIuoro-3-methylphenyl)methylJ-5-carbamoyl-l-fluorocarbazol-4-ylJoxyacetic acid methyl ester: 
9-[(3<hlorc-2-fluorcflhenyl)methyl)-5xarbamoyl04luorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[f2-chloro-6-fluorophenyl)melhyl)-5<arbamoyl-1 -fluorocarbazol-4-ylJoxyacetic acid methyl ester 
9-((2^rcmo-54lucxophenyl)melhyl)-5-carbamoyl-1-nuofccarbazol-4-yl|oxyacetic acid methyl ester. 
9-[0-brcmo-2^aphthylphenyl)methyl]-S<artamoylO-nuorocarbazo)-4-ylloxyacetic acid methyl ester. 
9-[<2-melhyl-1^phthylphenyl)nwmyll-5^rbamoyl-14luorocart)azol-4-yl}oxyacetic acid methyl ester: 
9-[(6-melhyl-2-naphthylphenyl)methyl]-5-carbamoyl-1 -iluorocarbazol-4-yl}oxyacetic acid methyl ester, 
g-Il^-tJphenylsurfonylJmethyOphenyOmethylJ-S-rarbarTwyl-l-nuorccarbazol^-ylrOxyacelic acid methyl ester, 
g-ltl-fiuorenylmethyll-s^rbarnoyl-l-nuorocarbazol^-ylroxyacetic acid methyl ester. 
9-[(2-fluoro-3-trifluoromethylphenyl)methyl r 5^arbamoyl-lH5hlorocarbazol-4-ylJoxyacetic acid methyl ester. 
9-[(2-nuorc-54rifluorome%lphenyl)methyl]-5K:arbanwyl-1<hlc^ocarbazol-4-yl}oxyacetic acid methyl ester, 
9-[(2^uorc-6-trifluoromethylphenyl)methylJ-5K:arlMrix>yl-1-chlc<ocarbazol-^y)|oxyacetic acid methyl ester: 
9-[(34luoro-5-trinuoromethylphenyl)methyl]-5^rbamoyl-1-chlorocarbazol-4-ylloxyacetic acid methyl ester. 
9^(4^uor<>24rifluorOTethylphenyl)methyll-5<ar^ acid methyl ester: 

9^(4-fluoro-3-trffluorcmethylphenyl)methyl]-^ acid methyl ester: 

9-[3-(2-fluorophenoxy)methyl]-5-carbamoyl-1 -chbrocarbazol-4-yl)oxyacetc acid methyl ester. 
9-[3-(4-fluorophenoxy)methyl)-5-carbamoyl-1-chlorocarbazol-4-yl r oxyacetc ackj methyl ester: 
9-[l2-fluorc-3Hnethylphenyl)rrmthyll-5Kart»mc7l-1^torc<»rbazol-4-yl|oxyacetc acid methyl ester. 
9-[(3<h(oro-2-nuorophenyl)methylJ-5^rbajTOyl-1-chlorc»carbazol-4-yl)oxyacetic acid methyl ester 
9-[(2<hlorc^4luorophenyl)memyl|-5^rbanraylo^hlorccarbazol-4-yljoxyacetic acid methyl ester 
9-[(2*romo-5-fluOTop^enyl)methyl|-5^arbaiTKjylo-^lorocarbazol-4-yl}oxyacetic acid methyl ester 
94(14>rc<no-2-naphthylphenyl)methyl]-5-ra^ acid methyl ester 

9^(2^ethyl-1<iaphthylphenyl)methyl]-5K»rbam^ acid methyl ester: 

94(6^ethyl-2^aphthylphenyl)memyl]-5^rbamcyl-1^lorocarbazol-4-ylloxyacetic acid methyl ester: 
9-[(2-((phenylsuHOTyl)methyl)phenyl)methy1 r ^ acid methy , esIer . 

9-[(1-nuorenylmethyl]-5<arbamoyl-1-chlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[(2^uorc^3-frffluoromethylphenyl)memyl^^ acid methyl ester, 

9-[(2^uorc*5-trinuorcmethylphenyl)memy^ acid methyl ester. 

9^(2^uorc^-trifluoromemylphenyl)methyl]-5K»rb^ acid methyl ester 

9H(3^uorc-5-trifluoromethylphenyl)methyl r 5<arba acid methyl ester 

94(4-fluorc-2-Mfluoromethylphenyl)rn thylj-5-carbamoyl-3-nuorocarbaz 1-4-ylJoxyacetic acid methyl ester; 
9-[(4-fluoro-3-trrfluoromethylphenyl)nre^ tic acid methyl ester; 

9^3-(2-tluorophenoxy)methyl]-5<arrjanrK^I-3-nuorocart)azol-4-ylloxyac tic acid m thyl ester; 
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9-I3-(4-riuorophenoxy)melhyl]-5-carbamoyl-3-nuorocarba 2 ol-4-yl)oxyacetic acid methyl sler" 
9-[ ( 2-fl UO io-3-melhyl P h e nyl)melhylJ.5<arba m oyl-3-fluotocarbazoM-ylJoxyacetic ac.d methyl ester 
9- f^hloro-a-nuwophenyOmethyli-S^arbamoyl-S-fluorocarbazoM-ylioxyacetc acid methyl ester 
9- '.2<hloro^-nuorcphenyl)methyll-5-carb a moy»-3-nuorocarba Z ol-4-yl|oxyacet l c acd methyl ester 
9-[(2-bromo-5-fluorophenyl)methyl|-S^rbannoyl-3-lluorocarba2ol-4-yl)oxyacetK: acd methyl ester 
9- 1 1 1 -brc^2^aphthylpheny0m e %l].5-rarbamoyl-3-fluorocarbazol-4-yl|oxyacet c acid methyl osier 
9- |2^eihyM^aphthylphenyl)m e thyl]-5^ a rbarnoyl-3-lluorocarbazol-4.yl)oxyacetic acd methyl ester 
9- S-methyl^^aphthylphenyOrnethylJ-S-carbamoyl-S-nuorocarbazoW-ylJoxyacete acd methyl ester 
9- 2-<(Phenylsul[c*yl)methyl)phen^ 

9-[{ 1 -lluoreny lmethyl]-5-carbamoyl-3-l1uorocarbazol-4-yl}oxyacetic acid methyl esier 
9-{(2-phenoxyphenyl)methyl]-S-carbamoyl-2-lluorocart>a2ol-4-yl}oxyacetic acid methyl ester 
9-[(3-phenoxyphenyl)methyl]-S-carbamoyl-2-lluofocarbazol-4-yl)oxyacetic acid methyl ester 
9-[(2-fluorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid melhyl ester 
9-[i3-Iluorophenyl)methylj-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-|(4-fluorophenyl)methyl|.5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-(i2-chlorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acre' methyl ester 
9-li3-chloro P henyl)melhyl|-5-carbamoyl-2-fluorocarbazol-4-y(Joxyacetic acw methyl ester 
9- l2-bromophenyl)methyl|-5-carbamoyl-2-lluorocarbazol-4-ylJoxyacetic acid methyl ester 
9-[l3-bromophenyl)methyl]-5-carbamoyl-2-nuorocarbazoM-yl}oxyacetic acid methyl ester 
9-[i2-ioA)phenyl)metfiyl|-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(3-.odci3henyl)methyl]-5<arbarnoyl-2-fluorocarbazol-4-yl|oxyacetic acid methyl ester 
9- (2-acelam l dophenyl)methyl)-5-carbamoyl-2-fluorocarbazol-4-yl|oxyacetic ac.d melhyl ester 
9- (3-acetamidophenyl)methyl]-5-carbamoyl-2-nuorocarbazol-4-yl}oxyacetic ac.d methyl ester 
9-[l2<arbamoylphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-y|}oxyacetc acid methyl ester 
9-|i3-carbamoylphenyl)methyl]-5-carbamoyl-2-riuorocarbazol-4-yl]oxyacelic acid methyl ester 
g-Ji^ethylsulfonylphenyljmethyil-S-rarbamoyl^-lluoro^zoW-yljoxyacetic acd methyl ester 
9- (3^ethylsulfonylphenyl)methyi|-5-carbamoyl-2-lluorocarbazoM-yl}oxyacelic add methyl ester 
9-fi2-methyl P henyl)methyl].5-carbamoyl-2-riuorocarbazol-4-yl|oxyacetc acd methyl ester 
9-[{3^eihylphenyl)methyl|-5<arba.noyl-2-Iluorocarbazol-4-yl|oxyacetK acd methyl esler 
9-[|2^thylphenyl)memyl]-5-cart>arnoyl-2-fluorocarbazol-4-ylJoxyacetic acid methyl esler 
9-[(3-ethylphenyl)methyl)-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(2-tnfluoromethylphenyl)methyl]-5-carbamoy|.2-lluorocarbazol-4-yl}oxyacet.c acd methyl ester 
9- t.3-tnfluoromethylphenyl)methyl|-5-carbamoyl-2-nuorocarbazol-4-yl}oxyacetic acd methyl ester 
9- i ; 2-moihoxyphenyl)mothyl]-S-carbamoyl-2-lluorocarbazol-4-yl}oxyacet.c ac.d methyl ester 
9-[(cyclcpropyl)methyl]-5Kjarbarnoy|.2-fluorocarbazol-4-yl|oxyacetic acd methyl ester 
9-[icyclobutyl)methyl]-S-cart)amoyl-2-fluorccarbazol-4-yl)oxyacetic acid methyl ester 
9-[(cyclopenty0methyl|-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acd methyl ester 
9^(rjyclohexyl)methyl]-5^rbamoyl-2-fluorocarbazc>l-4-ylJoxyacetK: acd methyl ester 
9-[(3-melhoxyphenyl)methyl|-5-carbamoyl-2-fluorocarbazol-4-y|}oxyacet.c acid methyl ester 
9-[(2-ethoxyphenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid methyl esler 

9-[(3-ethoxyr*enyl)memylJ-5<arbamoyl-2-nuorocarbazoM-ylrOxyacetic acid methyl ester 
9-[(.2-trrfluc*omethoxyphenyl)me acld meth , es , ef 

9- (3-U.fluorcxTietrtoxyphenyl)methW ac|d mefh , ester 

l'\ ^!" uorome,hox VP hen y | > meth y | l- 5 ^ a ^^'-2-fluorccarbazol-4-yl f oxyacetic acd methyl ester 
9- i.^ifluoromethoxyphenyljmethyll-s^rtjamoyl^-nuorocarbazol^-yljoxyacetic acd methyl esler 
9- (2-cyanophenyl|meihyl]-5-carbamoyl-2-nuorocarbazol-4-yl)oxyaceUc acid methyl ester 
9-l(3-cyanophenyl|methyl]-5-carbamoyl-2-nuorocarbazol-4-yl|oxyacetic acid methyl ester 
9-[(4-cyanophenyl|methyll-5-carbamoyl-2-nuorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(2-pyridyl)methyl|-5-carbamoyl-2-nuorocarba2ol-4-yl}oxyacetic acid methyl ester 
9-Ii3-pyridyl)methylJ-5-carbamoyl-2 fluorocarbazol-4-yl)oxyacetic acid methyl ester 
9-[(2-furyl)methyl].5<arb«moyl-2-fluorocarbazol-4-yl}oxyaceticacd methyl ester 
9•[l3-furyl)methyll-S-cart>amoy^2-fluorocarbazol-4-yl)oxyacetlc acd methyl ester 
9•[l2^hlenyl)methyl]-5-carbamoyl-2•fluorocarbazol-4-yl f oxyacetlc acid methyl ester 
9-[(3-thienyl)methylJ.5-carbamoyl-2-nuorocarbazol-4-ylJoxyacetic acid methyl ester 
9-[(243enzylphenyl)melhyl]-5<artjamoyl-2-nuorocarbazol-4-yl}oxyacetic acd methyl ester 
9-[(3*enzylphenyl)methyl]-5Kartiamoyl-2-fluorocarbazol-4-ylJoxyacetx: acd methyl ester 
9-[(2-benzoylphenyl)m thyl]-5-carbamoyl-2-nu rocarbaz l-4-yl}oxyacetic acd methyl ester 
9-[(3-benzoylphenyl)meihyl]-5-carbamoyl-2-nuorocarbazol-4-yl}oxyacetc acd methyl ester 
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9-[(2-ben2yloxyphenyl)melhyl|-5-carbamoyl-2-nuorcKarba20l-4-yl)oxyacetic acid melhyl ester. 
9-[i3-benzyloxyphenyl)methyl|-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacelc acid m thyl ester. 
9-[(4^enzyloxyphenyl)methyl]-5-carbamoyl-2-nuorocarba2ol-4-y1)oxyacetc acid methyl ester. 
9-[(2i>henylphenyl)memyl]-5-^rbarnoyl-2-nuorcicarba2ol-4-yl)oxyacelic acid methyl ester: 
9-[t3-phenylphenyl)methyl]-5-carbamoyl-2-(luorocarba2ol-4-yl)oxyacetic acid methyl ester. 
9-[(1-naphthyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-ylJoxyacetic acid methyl ester. 
9-[(2-naphthyl)melhyl]-5<aitamoyl-2-fluorocarba2ol-4-yl}oxyacetic acid methyl e6ter 
9-[(2,3KJifluorophenyl)methyl]-5Karoamoyl-2-fluorccarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(2.4<finuorcphenyl)methyl]-5<Mrbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(2.5-difluorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl|oxyacetic acid methyl ester: 
9-[(2,6-difluorophenyl)mathyl]-5-cart)amoyl-2-fluorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-{(3.4-<lifluorophenyl)methyl]-S-carbamoyl-2-fluorccartjazol-4-yl}oxyacetic acid methyl ester: 
Q-fta.S-difluorophenyOmethyll-S-carbamoyl^-fluorocarbazoM-ylrOxyacetic acid methyl ester 
9-[l2.3.4-trifluorophenyl)methyll-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacetic acid melhyl ester. 
9-[(2.3,5-triflucfophenyl)methyl]-S-carbamoyl-2-nuorc>carbazol-4-yl|oxyacetic acid methyl ester. 
9-[f2.3.6-trifluorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-[(2,4,S-lrifluorophenyl)methyl]-5-carbamoyl-2-fluorocarbazol-4-yl)oxyacetic acid melhyl ester: 
9-[(2.4,6-trifluorophenyl)methylJ-5-carbamoyl-2-fluorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[(3.4.5-trifluorophenyl)methyl]-5-carbamoyl-2-nuorccarbazol-4-yl|oxyacetic acid methyl ester. 
9-Kpentafluorophenyl)methyl]-5-carbamoyl-2-fluorocarbazoM-yl|oxyacetic acid methyl ester. 
9-[(2,3-dichlorophenyl) ethyl]-5-carbamoyl-2-nuorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(2,4-dichlorophenyl)methyl]-S-carbamoyl-2-fluorocarbazol-4-yl r oxyacetic acid methyl ester 
g-^.S-dichlorophenyljmathylJ-S^artjamoyl^-fluorocarbazoM-ylrOxyacetc acid methyl ester 
9-[(2,6-dichlorcphenyl)methylj-5<arbamoyt-2-fluorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(2-phenoxyphenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}o)cyacetic acid methyl ester 
9-{(3-phenoxyphenyl)methyl|-5-carbamoyl-2-chlorccarbazol-4-yl)oxyacetic acid methyl ester. 
9-[(2-fluorophenyl)methylJ-5-carbamoyl-2-chtorocafbazol-4-yl|oxyacetic acid methyl ester. 
9-[(3-tluorophenyl)methylJ-5-carbamoyl-2-chlorocarbazol-4-y1|oxyaceiic acid methyl ester. 
9-[(4-fluorophenyl)methylJ-5 carbamoyl-2-chlorcx;art)azol-4-yl)oxyacetic acid methyl ester: 
9-[(2<hlorophenyl)methyl]-5-carternoyl-2-chbrocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(3<hlcropheny0methyl]-5<arbamcyl-2H^brccarbazol-4-ylrOxyacetic acid methyl ester: 
9-[(2-bromoph9nyt)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-[(343romopheny0methyl]-5-carbamoyl-2-chtorocarbazol-4-yl}oxyacelic acid methyl ester: 
9-[(2-iodophenyl)methyl)-5-carbamoyl-2-chtorocarbazol-4-yl|oxyacetic acid methyl ester: 
94(3-iodcphenyl)methyl]-5<:arbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester: 
9-[(2^cetamidophenyl)methyl]-5^art>amoyl-2-chlorocarbazol-4-yl)oxyacetic acid methyl ester. 
94(3^cetamidophenyl)methyl|-5-carbamoyl-2<hlorocarbazol-4-yl)oxyacelic acid methyl ester 
9-[(2^rt>amcylphenyl)methy1]-5^arbamoyl-2-chlorocarbazol-4-ylloxyacetic acid methyl ester. 
9-[(3^arbamoylphenyl)methyl]-5<arbamoyl-2K:hlwocarbazol-4-ylloxyacetic acid methyl ester. 
9-[(2^ethylsultonylphenyl)methyl)-5<arbarrx>yl-2-chlorocarbazol-4-yl)oxyacetic acid methyl ester. 
9^(3^ethylsulfOTylphenyl)methyl]-5<arbamoy1-2K:hlc<c<arba2ol-4-yl}oxyacetic acid methyl ester. 
9^(2^ethylphenyl)methyl]-5K»roamoyl-2-chlorccarbazol-4-yl)oxyacetic acid methyl ester. 
9-{(3HT>ethylr^enyl)methyl]-5<arbamoyl-2-chlorccarbazol-4-ylloxyacetic acid methyl ester: 
9-[(2^thylphenyl)methyl]-5<arbamoyl-2<;hlorocarbazol-4-yl|oxyacetic acid methyl ester, 
9-[(3-ethylphenyl)methyl|-5^rbamcyl-2^ICfC)carbazol-4-yl)oxyacetic acri methyl ester. 
9-{(2-trifluoromethylphenyl)methyl]-S-carbamoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester, 
9^(3-trmuoromethylphenyl)methyl|-5-c^amoyl-2<hlorocarbazol-4-yl]oxyacetic acid methyl ester; 
9-[(2^ethoxyphenyl)methy[]-5K»rbarnoyl-2<hkxccarbazol-4-yl|oxyacetic acid methyl ester. 
g^^clcpropyOmethylrSs^amoyl^-chlorocarbazoM-ylloxyacelic acid methyl ester 
9-[(cyclobutyl)rnethyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-[(cyclopentyl)methyl]-5-carbarnoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester; 
9-l(cyclc4iexyl)methyl)-5HMrbarr»yl-2K^laT)<aroazoM-yl}oxyacetic acid methyl ester. 
94(3^ethoxyphenyl)methy0-5^rbamoyl-2<rilc*aarbazol-4-ylloxyacetic acid methyl ester; 
9^(2^trraxyphenyl)methylJ-5<arbanrayl-2<hlorccarbazoi-4-yl}oxyacetic acid methyl ester; 
9-((3^thoxyphenyt)methyl]-5<arbarroyl-2-chlorocarbazol-4-ylJoxyacetic acid methyl ester; 
9-[(2-tnfluoromethoxyphenyl)methyl|-5-carbamoy1-2-chl rocarbazol-4-yl)oxyac tic acid methyl ester 
9-[(3-tnfluorometh xyphenyljmetr^lJ-S^raarnoyl^-chlorocarbazoM-ylrOxyaceticacid methyl ester. 
9-{(2-drflu rom thoxyphenyl)methylJ-5-carbamoyl-2-chl rocarbaz l-4-yljoxyacetic acid methyl ester; 
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9-l(3Klifluoromethoxyphenyl)meihyll-S-rarbamoyl-2-chlorocart)azol-4-yl}oxyacelic acid methyl ester 
9-[i2<yanophenyl|meihyl)-5-cartjamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl estei 
94(3<yarraphenyllmethyl|-S-carbamoyl-2-chtorocarba7ol-4-yl}oxyacetic acid methyl ester 
9-|(4-cyanophenyl)methyl]-S-carbamoyl-2-chlorocarba2ol-4-yl}oxyacetic acid methyl ester. 
9-|(2-pyridyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester- 
9-|(3-pyridyl)methyl]-5-carbamoyl-2-chlorocart)a2ol-4-yl)oxyacetc acid methyl ester. 
9-[(2-(uryl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(3-furyl)methyl]-5-earbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester- 
9-li'2-thienyl)methyl]-S-carbamoyl-2-chlorocarba2ol-4-yl}oxyacete acid methyl ester. 
9-(l3-thienyl)methyll-5-carbamoyl-2-chlorocarba2ol-4-yl)oxyacetc acid methyl ester. 
9-|i2-beri2ylphenyl)methyl]-5-carbamoyl-2-chlorocart)azol-4-yl)oxyacetic acid methyl ester 
9-l(3*enzylphenyl)methylj-5-carbamoyl-2-chlorocarba2ol-4-yl)oxyacetic acid melhyl ester. 
9-li2*enzoylphenyl)methyl|-5<arbarTioyl-2-chlorocarbazol-4-ylrOxyacetic acid methyl ester. 
9-|i343enzcylphenyl)methyl]-5<arbarrioyl-2<hlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-|(2-benzyloxyphenyl)methyl)-5-carbamoyl-2-chlorocarbazol-4-yl)oxyacetic acid methyl ester 
9-(i3-benzyloxyphenyl)methyll-5<arbarnoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[i4-benzyloxyphenyl)metl^l|-5-carbarrKjyl-2-chlorc<arbazol-4-ylloxyacetic acid methyl ester. 
9-I(2-phenylphenyl)methyll-5-carbamoyl-2-chlorocarbazol-4-yl)oxyacetic acid methyl ester. 
9-(t3^henylphenyl)methyl]-5^rban(K)yl-2<hlcwocarbazol-4-ylloxyacetic acid methyl ester 
9-{(1-naphthyl)methyl|-5-carbamoyl-2-chlorocarbazol-4-ylloxyacetic acid methyl ester 
9-[(2<iaphthyl)merJiyl|-5-Mrbamoyl-2-chlorocarbazoM-yl|oxyacetic acid methyl ester. 
9-[l2.3<iifluorophenyl)methyl]-5Karbamcvl-2<hlor«»roazol^yl)oxyacetic acid methyl ester. 
9-{i2.4-difluorophenyl)methyl]-5-carbamoyl-2-chlorocarbazoi-4-yl}oxyacetic acid methyl ester. 
9-[i2.5^inuoraphenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-li2.6<Jifluorophenyi)methyl)-5-carbarnoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(3.4-difluorophenyl)nrethyl]-5K:arbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(3.5-difluorophenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester 
9^(2.3.4-tritluorcphenyl)memyl]-5<arlMmoyi-2-chtorocarbazol-4-yl)oxyacetic acid methyl ester 
9-((2.3.5-tnfluorophenyl)methyll-5-carbamoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[i2 36-trinuorophenyl)methylJ-5<arbamoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester 
9-|(2.4.5-trifluorophenyl)memyl]-5^rt>amcvl-2<hlorocarbazol-4-yl}oxyacetic acid methyl ester. 
9-(<2.4.6-trifluorophenyl)methyl]-5<»rc«mc^l-2^lorocarbazol-4-yl(oxyacetic acid methyl ester. 
9-[i3,4 5-trifluorophenyl)methyl]-5<arbamoyl-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester 
9-[ipentafluorophenyl)methyl]-5-cart)amoyl-2-chlorocarbazol-4-ylJoxyacetic acid methyl ester 
9-(t2.3Klichtorophenyl|methyl)-5Karbarnc7l-2-chlorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[i2.4-dichlorophenyl)methyl}-5-carbamoyl-2-chlorocarbazol-4-yl|oxyacettc acid methyl ester: 
9-[i2.5-dichlorophenyl)methyl]-5-carbamoyl-2-chlorocarbazol-4-ylJoxyacetic acid methyl ester: 
9-|i2,6^ichlorcphenynmethylJ-5-carbamoyl-2^htorc<Mrbazol^yl}c«yacetic acid methyl ester 
9-[(2-fliwro-3-trinuoromethytphenyl)me^ acid methyl ester. 

9-|i2-fli»rc*5-trifluorOTethylphenyl)me acid methyl ester: 

9-li2^uorc~6-ttiiluoromethylphenyl)me^ acid methyl ester: 

9-[(3^uoro-5-trinuorcmethylphenyl)mefo acid methyl ester. 

9-|i4-fluoro-2-trifluorcmethylphenyl)memyl^ acid methyl ester: 

9-|i4-nuorc-3-trrfluorOTethylphenyl)methyl^ acid methyl ester; 

9-[3-(2-fluorophenoxy)methyll-5HartMmoyl-2-nuorocarbazol-4-yl|oxyacetic acid methyl ester 
9-[3-(4-nuc<(^henoxy)methyl]-5Ha*amcyl-2-nuoraarbazol-4-ylloxyacetic acid methyl ester 
9-[(2^uorc-3-methylphenyl)nr«myll-5H»rbamoyl-2-fluoraarrjMOl-4-ylJoxyacetic acid methyl ester: 
9-[(3-chloro-2-fluorophenyl) methyll-5-carbamoyl-2-nuorocarbazol-4-yl|oxyacetic acid methyl ester. 
9-[(2^loro^-nuOTC^henyl)mettiylJ-5KMrbarricyl-2^uorocarbaz acid methyl ester. 

9-[(2*rcoio-5-fluc*ophenyl)me%l r 5<arbanr^ acid methyl ester, 

9-((1-bromo-2-naphthylpheny0methyl]-5Kart)am acid methyl ester 

9-[(2^ethyl0^aphthylphenyl)methyl)-5K»rbamoyl-2-nuorc<arbazc4-4-yl}oxyacetic acid methyl ester. 
9-[i6^eihyl-2^aphtJiylphenyl)methyl]-5<arDam^ acid methyl ester: 

9^t2-Uphenylsultonyl)methyl)pheny1)methyl]-5«»rbar^ acid methyl ester. 

94H-fluorenylmethyl]-5-carbamoyl-2-fluorocarbazol-4-yl}oxyacelic acid methyl ester 
9H(24luorc~3-rjinuorc<nemylphenyl)memyl^ acid methyl ester. 

9-(i2-fluoro-5-Wtluoromethylph nyl)methylJ-5Hart>amoyl-2-chlorocart)azol-4-yl)oxyacetic acid methyl ester. 
9-{l2-nuoro-6-trifluoromethylphenyl)methyl]-5-carbamoyl-2-chl rocarbazol-4-yl)oxyacetic acid methyl ester. 
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9-[i3-nuoro-5-trinuoromelhylph8nylXnethyl]-5-carbamoyl-2-chlorocarbazol-4-yl}oxyaceUc acid melhyl ester 
9-[(4-fluorc~2-trinuoromethybhenyl)methyl]-5-<»rbarr»^^ acid melhyl ester, 

9-((4^uoro-3-trifluoromethylphenyl)methy^ acid methyl ester. 

9^3-{2-^uorophenoxy)methyl]-5•carbamoyl-2-chlorocarba2ol-4-yl^oxyacetlc acid methyl ester 
9-[3-(4-fluorophenoxy)methyl]-5-carbamoyl-2-chlorocarbaiol-4-yl)oxyacetic acid methyl ester. 
9-[(24luorc^3-methylphenyl)methyl]-5K»mamoyl-2^hbrocarbazc4-4-yl)oxyacetc acid methyl ester. 
9-[(3<hloro-2-nuorophenyl)methyl)^^rbarnoyl-2^lofOcarbazol-4-yl}oxyacetic acid methyl ester. 
9-[l2<hlorc^-nuorophenyl)methyl]-5<aroamoyl-2-chlorocarbazol-4-yl}oxyacetic acid methyl ester 
9-[(2-bromc~5-nuorophenyl)meUiyl]-5-caroarncyl-2^ acid methyl ester. 

9-[(14>romo-2^aphthylphenyl)methylJ-5^rbamoyl-2-chlorocarba20l-4-yl)oxyacelic acid methyl ester: 
9-[(2-memyl-1^aphthylphenyl)methyl]-5Karbamoyl-2-chlorocarbazol-4-ylloxyacelic acid methyl ester- 
9-[(6^ethyl-2-naphlhylphenyl)methyl]-5<arbaiTK)yl-2<hlc<ocarbazol-4-yl]oxyacetic acid methyl ester. 
9-[(2-((phenylsulfcny0m9myl)phenyl)methyl]-5<arbamoyl-2-chtorocarba2ol-4-yl}oxyacetic acid methyl ester. 
9^i1-fluorenylmethyl]-5-carbamoyl-2-chlorocarbazol-4•yl^oxyacetlc acid methyl ester. 
9-ben2yl-4-phenylsullonamidoylmethyloxy-carbazole-5-carboxamide. 
9-ben2yM^enylmethylsulfcflamidcylmethyloxy-rarbazole-5-carboxamide. 
9-benzyM-(2-methylphenylsulfc*iamidoylnri8thyloxy)K»rbazole-5^arboxamide. 
9-benzyl-4-(naphth-2-ylsulfonamidoylmethyloxy)-carbazole-5-carboxamide. 
9-benzyM-trifluorcfnethylsulfonamidoylmemyloxy<art3a2de-5-<^rboxamide. 

[0050] Further typical examples of intermediates of formula I vtfiich are useful in the present invention include- 

3-(3-Carbomethoxy-2-chloroanilino)cyclohex-2-en-1-one 

3-(3-Carbomethoxy-2-bromoanilino)cyctohex-2-en-1-one. 

3-(3-Carbomelhoxy-2-iodoanilino)cyclohex-2-en-1-one. 

3-(3<;arbomelhoxy-2-chloroanilino)-4-methyl-cyclohex-2-en-1-one. 

3-(3-Carrxxnethoxy-2-bromoanilino)-4-methyl-cyclohex-2-en-l -one. 

3-(3^art)c^emoxy-2-iodoanilino)-4-methyl-cyclohex-2-en-1-one. 

3-(3-Cart>omethoxy-2-chloroanilino)-4-ph8nyl-cyclohex-2-en-1-one. 

3-(3-Carbomethoxy-2-bromoanilmo)-4-ph9nyl-cyclohex-2-en-1-on8. 

3-(3-Carbomethoxy-2-iodoanilino)-4-phenyl-cycbhex-2-en-1-one. 

3M3-Caitomethoxy-2-chloroanilino)-4-ethyl-cyclohex-2-en-1-one. 

3-(3-Carbomelhoxy-2-bromoanilino)-4-ethyl-cyclohex-2-en-1-one. 

3-(3-Carbomethoxy-2-iodoanilino)-4-ethyl-cyclohex-2-en-1-one 

3-(3^arbomothoxy-2-chloroanilino)-4-isopropyl-cyclohex-2-en-1-one: 

3-(3-Caroc^ethoxy-2-brcfnoaniliro)-4-isopropyl-cyclohex-2-en-1-one: 

3-(3-Cartomethoxy-2-icdoanilino)-4-isopropyl-cyclohex-2-en-l-one. 

3-(3-Cart)omethoxy-2-chloroanilino)-4-pentyl-cyclohex-2-en-1-one 

3-(3-Carrx)melhoxy-2-bromoanilino)-4-pentyl-cyclohex-2-en-1-orie. 

3-(3<Jartx»riethoxy-2HOdoanilino)-4-pentyl-cyclohex-2-en-1-one 

S-IS^arbOTethoxy^^hlorcanilinoj^-f^-chlorophenylJ-cyclohex^-en- 1 -one. 

3-(3-Carbomethoxy-2-bromoanilino)-4- (4'-chtorophenyl)-cyclohex-2-en-1 -one. 

3-(3-Carbomethoxy-2-iodoanilino)-4-(4'-chloropheny l)-cyclohex-2-en- 1 -one. 

5-carbomethoxy-1 .2-dihydro-9H-carbazol-4(3H)-one: 

5-carbc*ii8trK»xy-2^elhyl-1.2-dihydrc^9H-carbazol-4(3H)-one: 

5-carbomethoxy-2-ethyl-1.2-dihydro-9H-carbazol-4(3H)-one: 

5-carbomethoxy-2-pentyl-1.2-dihydro-9H-carbazol-4(3H)-one 

5-carbometrwxy-2-iscpropyl-1.2-dihydro-9H-<arbazol-4(3H)-one- 

5-carbomethoxy-2-phenyl-1 2-dihydrc-9H-carbazol-4(3H)-one: 

S^rbanetrwxy^-^'-chlwcphenylJ-l^-dihydro-g^ 

9^(phenyl)methylJ-5<arbomethoxy-1.2-dhydrccart)a20l-4(3H)-one. 

9-[(2-phenoxyphenyl)rrwmyl]-5-cart»metrwxy-1,2-di^ 

9-{(3-phenoxyphenyl)methyl]-5-carbcxTiethoxy-1.2-dihydrccarba2ol-4( 

9-{(2-fluorophenyl)methyl]-5-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one: 

9-I(3-fluorophenyl)methyl]-S-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one. 

9^(2-chlOTct3henyl)methylJ-5-<arDomethoxy-1.2-dlhydrocarbazol-4(3H)-one. 

9-{l3-chlorophenyl)melhyl]-5-carDomethoxy-1 ,2-dihydrocarbaz l-4(3H)-one. 

9-{(2-brc*TOpheny0methylh5-<arbomethoxy-l . 2-dihydrocarbazol-4(3H)-one; 
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9-|(343romophenyl)methyl|-5-cartxjmelhoxy-1 ,2-dihydrocarbazol-4(3H)-on ■ 

9-|i2-methylphenyl)methy])-5-carbomethoxy-1,2-dihydtocarbazol-4(3H)-one. 

9-|i'3-methylphenyl)methyl|-5-carbomethoxy-1,2-dihydrocarba20l-4(3H)-one: 

9-[(2-cyanophenyl)methyl]-5-carbomethoxy-1.2-dihydroca(ba2oM(3H)-one 

9-|(3-cyanophenyl|methylJ-5-carbomethoxy-1.2-dihydrocarba2ol-4{3H)-one. 

9^(24rifluoromothylphenyl)methyl]-5-cartx^ethoxy-1.2-dihydrocart>azol-4(3H)-ono 

9-|l3-lrifluorornethylphenyl)methyl]-S-carfooniethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[(2-benzylphenyl)methyl]-5<arbomethoxy-l.2-dihydrocarbazol-4(3H)-one 

9-[(3-benzylphenyl)methyl]-5-carbomethoxy-l.2-dihydrocarbazol-4(3H)-one 

9-((2-phenylphenyl)methyl|-5-carbomelhoxy-l 2-dihydrocarbazol-4(3H)-one, 

9-|(3^)henylphenyl)melhyl|-5-carbo(Tiethoxy-1.2-dihydrocarbazol-4(3H)-one 

9-[(2-naphthyl)me(hyl]-5-carbomethoxy-1.2-dihydrocart>azol-4(3H>-one. 

9-|(1 -naphthyl)melhyl]-5-carbomethoxy-1 2-dihydrocatbazol-4(3H)-one 

9-[(phenyl)methyl|-2HTielhyl-5-carbomethoxy-1,2-dihydfocarbazol-4(3H)-one. 

9-ii2-phenoxyphenyl)rrathyll-2-methyl-5-carbornethoxy-1.2-dihydrcx:arba20l-4(3H)-<xie 

9-[(3-phenoxyphenyl)methyl)-2-methyl-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

9-[(2-(luorophenyl)methyl]-2-methyl-5<art)omothoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[(3-fluorophenyl)methyl)-2-rTiethyl-5-carbomelhoxy-1,2-<lhydrocart)azol-4(3H)-one: 

g-lt^-chlorophenyllmsthyll^-methyl-S-carbomethoxy-l^-dihydrocarbazol^lSHl-ono 

9-|i3-chlorophenyl)melhyl|-2-methyl-5-carboniethoxy-1,2-dihydrocarbazol-4(3H)-one 

9-[(2-bromophenyl)m8thyl|-2-m8thyl-5-rarbomethoxy-1.2-dihydrocarbazol-4(3H)-one. 

94(3*romophenyl)methyl)-2-methyl-5-cartx^ethoxy-1.2HJ#iydrocarbazol-4(3H)-one. 

9-|(2-methylphenyl)methyl|-2-methyl-5<arbomethoxy-l.2-dihydrc«arbazol-4(3H)-one 

9-[(3<nethylphenyl)methyl]-2-methyl-5^rbomathoxyo.2<Jihydrocart)azol-4(3H)-one 

9-|(2K:yanophenyl)methylJ-2-methyl-5<artx)methoxy0.2^ihydrocarbazol-4(3H)-one. 

94i3^anophenyl)methyl)-2-methyl-5K»rtJomethoxy0.2<ih^ 

9-|l2-tnfluoromothylphenyl)methyl]-2-methyl-5-carbomethoxy-l,2-dihydrocarbazol-4(3H)-one 

9-fi3-tn(luorometf>ylphenyl)methyl]-2-meihyl-5-cart»m8thoxy-i 2-dihydrocart>azol-4(3H)-one. 

9-[(2-bBnzylphenyl)melhyl|-2-methyl-5-carbomelhoxy-l,2-dihydrocarbazol-4(3H)-one: 

9-[(3-benzylphanyl)metl^ll-2-methyl-5-carbomethoxy-1,2<Jihydrocarbazol-4(3H)-one. 

9-|(2i)heny1phenyl)methyl]-2-methyl-5-carbom8thoxy-1.2-dihydrocarbazol-4(3H)-one 

9-[(3^henylphenyl)m8thyll-2-methyl-5-carbomethoxy-l.2-dihydrocarbazol-4(3H)-one 

9-[i'2-naphthyl)methyl]-2-methyl-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one 

9-[(1 -naphthyl)methyl)-2-melhyl-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-ono: 

9-|(phenyl)m©thyl|-2-ethyl-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-ono. 

9-[(2-phenoxyphenyl)methylJ-2-ethyl-5-carbomelhoxy-l 2-dihydrocarbazol-4(3H)-one 

9-[(3-phenoxyphenyl)methyl)-2-ethyl-5<arbomethoxy-1 .2-dihydrocarbazol-4(3H)-one. 

9-[(2-fluorophenyl)methyl]-2-ethyl-5-carbomethoxy-1 2-dJiydrocarbazol-4(3H)-one 

9-[(3-tluorophenyl)methyl]-2-ethyl-5-carbom8ihoxy-1.2-d^ydiocaibazot^(3H)<)ne 

9-(i2<hlorophenyl)methyl]-2-ethyl-5-carbcMTiethoxy-1.2<Jihydr<x^fbazol-4(3H)-on9 

9-[(3<hlwophenyl)methyl]-2-ethyl-5<art»m6thoKy-1,2-dihydrcKartiazol-4(3H)-one. 

9-|(2-bromopheny0methyl|-2-ethyl-5-carbomethoxy-1 2-dihydrocarbazoM(3H)-one: 

9-|(3-bromophenyl)methyl|-2-ethyl-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one. 

9-J(2-methylphenyl)methyl]-2-ethyl-5-carbomethoxy-1 2-dihydrocartoazol-4(3H)-one 

9-{(3-methylphenyl)metliyl]-2-ethyl-5-cartDomethoxy-1 2-dihydrocarbazol-4(3H)-one. 

9-[(2-cyanopheny Dmelhy l]-2-elhyl-5-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one 

9-((3-cyanophenyl)melhyl]-2-ethyl-S-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one. 

94(2-trinuoromelhylphenyl)methyl)-2-ethyl-5Karbomethoxy^.2^ihydrocatbazol-4(3H)-one. 

5 9-[(3-tnnuoromethylphenyl)methyl]-2^thyl-5^rb(OTethoxy-1,2^ihydr(xarba20l^3H)-one.' 

94(2-benzylphenyl)methyn-2-ethyl-5^art)omethoxyO,2-dihydrocarbazol-4(3H)-one 

9-[(3^enzylphenyl)methyl|-2-ethyl-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-<xie. 

9-({2-pheny1phenyl)methyll-2-ethyl-5^rtxyT\ethoxy-1.2-d#iydrocarbazot-4(3H)-ore. 

9-[i3i)henylphenyl)methyl]-2-ethyl-5^rbomethoxy-1.2<Jihydrocart)azol-4(3H)-one. 

9-[(2-naphthyl)melhyll-2-ethyl-5-carbom8thoxy-1 ,2-dihydrocarbazol-4(3H)-one. 

9-|(1 -naphthyl)methyl|-2-ethyl-5-caibomethoxy-1 .2-dihydrocarbazoW(3H)one. 

9-[(phenyl)methyll-2-isopropyl-5-carbomethoxy-1.2-dihydrocarbazol-4{3H) -on . 

9-[(2-phenoxyphenyl)methyl]-2-isopropyl-5«Mrbanethoxy^^ 

9-|(3-phenoxyphenyl)methylj-2-isopfopyl-5<arbomethoxy-i.2<lihydrocarbazol-4(3H)-one. 
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9-[(2-nuwophenyl)melhyl]-2-isopropyl-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-UMuorophenyl)methylj-2H50propyl-5-(artMmethoxy-1,2-dihydrcx:aiba2ol-4(3H)-one. 

9-[(2<hlorophenyl)methyl|-2-isopropyl-5^rbom8thoxy-1,2-dihydrocarbazol-4(3H)-one 

9-|f3<hlorophenyl)methyl|-2H3opropyl-5<arbomethoxy-1.2-dihydrocarba2ol-4(3H)-one. 

9-(l2-bromophenyl)meIhyl]-2-isopropyl-5-cartJomethoxy-1,2-dihydroMrbazol-4(3H)-one. 

9-[(3^romophenyl)methylj-2-isopropyl-5<arbomathoxy-1.2HJihydrocart)a7ol-4(3H)-one. 

9-[(2^8thylphGnyl)methyl]-2H8c^ropyl-5<arbomothoxy0.2-dihydrocarba2ol-4(3H)-one. 

9-[(3^ethylphenyl)methyl]-2Hsopropyl-5K:art)omethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[(2<yanophonyl)methyl|-2HSopropyl-5-carbomothoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-l(3^anophGnyl)methyl]-2nsopropyl-5-carbomelhoxy-1,2-dihydrocarbazoM(3H)-ona, 

9-[(2^nfluoromethylphenyl)methyO-2-isopropyl-5^rtJom^ 

9-I(3^rifluoromelhylphenyl)melhylj•2-lsopropyl-5<arbomethoxyM.2^lhyd^ocarba2oM(3H)^w^. 

9-[i2-b9nzylphenyl)melhyl]-2-isopropyl-5-rarboniethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[(3-benzylphenyl)methylf2-isoprcpyl-5<art)oiTietho^ 

9-[t2iahenylphenyl)methyl|-2Hsoprapyl-5<arbomelhoxy-1.2^ihydrocafba2ol-4(3H)-one. 

9^(3^henylphenyl)nielhyl|-2-isopropyl-5-carbom8thoxy-1.2-dihydrocarbazol-4(3H)-one 

9-[(2Hiaphlhyl)melhyl]-2-i5oprapyl-5<»rbomethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[(1 -naphlhyl)methylJ-2-isopropyl-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one. 

9-[Jphenyl)nralhyl]-2-pentyl-5^rt^emoxy-1.2Kjihydrocarbazol-4(3H)-one: 

9-[(2-phenoxyphenyl)methyl]-2-pentyl-5<arbomethoxy-1.2-dihydrocarbazol-4(3H)-one. 

9-[l3^henoxyphenyl)methylj-2-pentyl-5-carbomethoxy-1,2-dihydrocarbazol-4(3H)-one. 

9-[(2-nuorophenyl)mGthyl]-2-pentyl-5^rbomethoxyO,2^ihydrocafbazoM(3H)-one: 

94<3-fluorophenyl)methyl]-2-pentyl-5<artX3methoxy-1.2^ihydrocarbazoU(3H)^ 

9-[(2<hlorophenyl)methyl]-2-penlyl-5<arbotTiethoxy-1.2-d*>ydrocarbazol-4(3H)-one. 

9-(<3K:hlofophenyl)rnethyl]-2-pentyl-5-carbomethoxy-1,2-d»iydrocarbazol-4(3H)-one. 

9-[(2*rom<^henyl)memylJ-2-pentyl-5<arbomemoxy0.2^ihydrocarbazol-4(3H)-one. 

9-[(3*romophenyl)methyl]-2-pentyl-5-carbomeUioxy-1.2-dihydrocarbazol-4(3H)-cxie. 

9-[(2^emylphenyl)memylJ-2-pentyl-5Hart)omethoxy-l,2-dihydrocart)azol-4(3H)-one. 

9-[(3^ethylphenyl)methyl]-2-pentyK5KafbOTet^ 

9-[(2<yajnophenyl)mothyl]-2i)entyl-5<artx)m8thoxy-1,2-dihydrocafbazol-4(3H)-one: 

9-[t3<yanophenyl)m8thyl]-2^entyl-5<arbonnethoxy-1.2-dihydrocart)azol-4(3H)-one 

9-[(24nfluoromethylphenyl)methyq-2-penty^5H»rbomethoxy-1.2<iihydrocarbazol^(3H)K)ne: 

9^(3-trifluoreMTiethylphenyl)methy()-2-pentyl-5Karbomethoxy-1,2-dihydrocarbazol-4(3H)-one. 

9-[(2-b8nzylphenyl)m8thyl]-2-pentyl-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one. 

94(3^nzylphenyl)memyl]-2^8ntyl-5^rbomethoxy-1.2-dihydrocarbazol-4(3H)-one, 

9-|(2^henylphenyl)methylJ-2-pentyl-5^rbom8thoxy-1,2-d#iydrocarbazol-4(3H)-one, 

9-[(3iJheny1phenyl)methyl]-2-pentyl-5^rbometh»xy0.2^ihydrocarbazol-4(3H)-on8. 

9-[(2^aphthyi)melhyl]-2^ntyl-5<art)amethoxy-1,2-dihydrocarbazol-4(3H)-one' 

9-[(1 -naphthyl)methyl]-2-penty(-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one 

9-[(phenyl)methyl)-2-phenyl-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one. 

9-|(2-phenoxyph8nyl)methyn-2-phenyl-5Karbomethoxy-1.2-dihydrocarbazoM(3H)-one, 

9^(3^^henoxyphenyl)methyl]-2-phenyl-5^rtx3methoxy0.2^ihydr(x:a^bazoM(3H)-one. 

9-f(2-fluor<vhenyl)methyl]-2-pheny1-S-carbomethoxy-1 2-dihydrocarbazol-4<3H)-one. 

9-[(3^uorophenyl)methyl)-2^8nyl-5Karbom8lhoxy0.2<lihydrocarbazol-4(3H)-one. 

9^(2K:hloroph8nyl)methyll-2-phenyl-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one: 

9-[i'3<:hlorc^henyl)methyl]-2-phenyl-5H:arbOTethoxy-1.2KJihydro(arbazd^(3H)-one. 

9-[(24x(XTiophenyl)methyl]-2-phenyl-5^rt>ometh^ 

9-[(3*roniophenyl)methylj-2-phenyl-5Kafbomett^ 

9-{(2^ethylphenyl)me%l]-2^henyl-5<arbomemaxy-l,2^ity^ 

9-[(3^ethylphenyl)methyl]-2i>henyl-5<arbomefo 

9^(2<yanophenyl)nrwthyl]-2^henyl-5Karbomethoxy-1.2<lihydrocarbazol-4l3H)-one. 
9-9-{(3-cyanophenyl)methyl]-2-phenyl-S-carbomethoxy-1 ,2-dihydrocart)azol-4(3H)-one: 
9^(2^rifluoro<TOthylphenyl)nrethyl]-2-phenyl-5-ca^ 
91(3^nfluororn8thylphenyl)methyl]-2-phenyl-5-ca^ 

9-[(243anzylphenyl)methyl]-2-phenyl-5<arbomethoocy-1.2-dihydrocarbazol-4(3H)-one, 
9-[(3-banzylph nyl)methylj-2-ph8nyl-5<arbom8thoxy-1.2-dihydrocatbazol-4(3H)-on . 
9-[(2-pheny1ph nyl)methyl]-2-phenyl-5-carbom thoxy-l.2-dihydrocarbazoM(3H>one; 
9-{(3^enylphenyl)methyli-2-phenyl-5-carbome«hoxy-l 2-dihydrocart>azoM(3H)-on8. 
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9-[i2 -naphlhyl)methyl|-2-phenyl-5-carbomethoxy-1 ,2-dihydrocarbaz l-4(3H)-one. 
9[(1 -naphthyl)meihyl|-2-phenyl-5-carbomethoxy-l .2-dihydrocarbazol*4(3H)-one 
9-[iphenyl)nrethyl]-2-(4'<tttorophenyl)-5<arb(^ 

9-[(2-phenoxyphenyl)methyl]-2-(4'-chtorophenyl)-5-cart)omethoxy-1 2-dihydrocarbazol-4<3H)-one. 

94(3-phenoxyphenyl)methyl]-2-(4'-chlorophenyl)-5-carbomethoxy-1,2^ihydrocart>azol-4(3H)-one 

9-{(2-fluorc^henyl)mathyl|-2(4 , -chloropheny0-5<arbomemoxyO.2<lihydrocafba2ol-4(3H)-one. 

9^(3-fluort^henyl)methyl|-2-(4 , ^hlorophenyO-S<arbomemoxy-1.2-dihydrocarba/ol-4(3H)-one, 

9-[(2<hlorophenyl)melhyl)-2-(4'^htorophenyl)-5^rbomethoxy-1.2-dihydrocarba20l-4(3H)-one 

9-[<3^lorophonyl)methyl]-2-(4'-chlorophenyl)-5-carbomelhoxy-1 .2-dihydrocarbazol-4(3H)-one, 

9-[(243romophenyl)melhyl]-2-(4 , ^hlorophenyl)-5<arbomethoxy0.2<fihydrocartM2ol-4(3H)-on8 

9-[i3-bromophenyl)methyl]-2- (4'-chlorophenyl)-5-carbom8thoxy-1 2-dihydrocarbazol-4(3H)one 

9-|f2^elhylphenyl)me%l|-2-(4^chlorcphenyl)-5<:arb^ 

9-|<3^ethylphenyl)methyl)-2-(4^chlorophenyl)-5<:a^ 

9-|(2K:yanophenyl)methyl|-2-(4 , -chlorophenyl)-5^rbc>methQxy-1.2-d#iydrc)carbazol-^ 
9-[(3K:yanophenyl)melhyl|-2-(4 , ^lorc^henyl)-5^rbomethoxy0.2^ihydrocarbazoM(3H)KX^ 
9^i2-tnnuoromethylphenyl)methyn-2-(4'^htorophenyl)-5<arbomethoxy0.2<lihydr<x:arbazoM{3H)-<we 
9-[(3-lnfluoromethylphenyl)methyl|-2-(4'-chlorophenyl)-5-cart)omethoxy-l 2-dihydrocarbazol-4(3H)-one 
9-[i2-benzylphenyl)methyl|-2-(4 , ^hlorophanyl)-5^rbomelhoxy-1.2^ihydr(^rbazol-4(3H)-one 
g-Ii'S^enzylphenyilmethyll^-l^hlorophonyO-S^artxxnelhoxyO^^ihydrocarbazoMCSHJ-OTe, 
g-Ii^-phenylphenylJmetbyll^-J^-chlorophenyO-S-carbomethoxy-l 2-dihydrocarbazol-4(3H)-one 
g-fiS^henylphenyOmethyll^-K^hbrophenylJ-S^ 

9-[i2^aphmyl)melhyl]-2-(4'<hlorophenyl)-5<arbomothoxy-1,2^ihydfOcafbazol-^3H)-one 
9-[(1-naphmyl)memylj-2-(4 , ^hlorophenyl)-5^ft>omemoxyO,2<Jihydrocarbazol-4(3Hi-ono 
9-((phenyl)methylJ-4-hydroxy-5-carbomethyoxycarbazole 
9-[i2-phenoxyphenyl)mothyl|-4-hydroxy-5-cart)omethyoxycarbazolo. 
9-[i3-phenoxyphenyl)methyl|-4-hydroxy-5-carbomethyoxycarbazole 
9-[l2-nuorophenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole. 
9-[i3-nuorophenyl)meihyl|-4-hydroxy-5-carbomethyoxy carbazole: 
9-[l2-chtorophenyl)meIhyl]-4-hydroxy-5-carbomethyoxy carbazole 
9-[i3-chlorophenyl)methyl|-4-hydroxy-5-carbomelhyoxy carbazole. 
9-[(2-brornophenyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole. 
94(3^romophenyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole. 
9-[i2-meihylphenyl)melhyl|-4-hydroxy-S-carbomethyoxy carbazole: 
9-[( 3-rnethylphenyl)molhyl|-4-hydroxy-5-carbomethyoxy carbazole. 
94('2-cyanophenyl)melhyl]-4-hydroxy-5-carbomethyoxy carbazole: 
9-[i 3-cyanophenyl)methyl]-4-hydroxy-S-carbomethyoxy carbazole. 
9-[f2-trrfluoromelhylphenyl)methyl]-4-hydroxy-5^rbofnethyoxy carbazole 
9-[i 3^nfluoromethylphenyl)melhyl|-4-hydroxy-5-carborTiethyoxy carbazole 
9-[i2-benzylphenyl)methylt-4-hydroxy-5-carbomethyoxy carbazole 
9-(i3-benzylphenyl)methyl|-4-hydroxy-S-carbomethyoxy carbazole. 
9-(i2-phenylphenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole: 
94('3i3henylphenyl)methyl)-4-hydroxy-5-carbornethyoxy carbazole; 
9^(2-naphthy^methyl)-4-hydr6xy-5-carbomethyoxy carbazole; 
9-{i 1 -naphthyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole. 
9-[iphenyl)melhyl]-2-melhyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[i'2i>henoxyphenyl)m8ihyl|-2 : methyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[i3^henoxyphenyl)methylj-2-methyl-4-hydroxy-5-Mrbomethyoxy carbazole. 
9-[(2-fluorcphenyl)mettiyl|-2-methyM-hydro 
9-[(3-nuorcphenyl)rTiethyl]-2-methyW-hydro^ 
9-((2<hlorophenyl)melhyl]-2-rrathyl-4-hydro^ 
9-[(3<hloropheny0methylj-2Hriethyl-4-hydroxy-^ 

9-[i24jromopheny0methyl]-2-methyl-4-hydroxy-SK»rbomethyoxy carbazole. 
9-[i3*romopheny0methylj-2-methyl^hydroxy-5K»rbomethyoxy carbazole. 
9-[i2^elhylphenyl)memyll-2-rnemyM-hydrc^-5Harbc*nethyoxycart)azole 
9-[(3^ethylphenyl)methyl]-2-methyW^ydroxy-5<arbomethyoxy carbazole. 
9-[(2-cyan phenyl)rnethyl|-2-methyl-4-hydroxy-5-carborn thy xy carbazole. 
9-[l3-cyan phenyl)methyl)-2-methyl-4-hydr xy-5-carbomethyoxy carbaz le. 
9-[<2^inuoromemylphenyl)m8thyq-2-methyl-4^ydro^ 
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9-[(3-trifluorom8thylph8nyl)iTielhyrj-2-methyl-4-hydr xy-5-carbomethyoxy carbazole. 
9-[(2-benzylphenyl)methyl]-2-methyl-4-hydroxy-5-carbomethyoxy carbazote. 
9-((3-benzylphenyl)methylJ-2-methyM-hydroxy-5-carbomethyoxy carbazole. 
9-[(2-phenylphenyl)methyl]-2-fnothyl-4-hydfoxy-5-carbomethyoxy carbazole. 
9-((3^enylphenyl)methyl]-2-methyl-4-hydroxy-5<art)omelhyoxycafbazolo. 
9-[(2-naphthyl)methyl]-2-methyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[i 1 -naphthy l)melhyl]-2-methyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[(phenyl)methyl]-2-ethyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[(2i3henoxv^henyl)methyl)-2^myM-hydroxy-5-carbomothyoxy carbazole 
9-[( 3-phenoxypheny l)methylJ-2-elhy l-4-hydroxy -5-carbomethyoxy carbazole: 
9-[(24luorrjphenyl)methy|]-2^hyM-hydroxy-5Karbomethyoxy carbazole. 
9-{(3^uorophenyl)methyl]-2^hyl-4-hydroxy-5^rt)omethyoxy carbazole. 
9-[(2^lorophenyl)me»hyl]-2-ethyl-4-riydroxy-5-carborriethyoxy carbazole. 
9-[l3^lorc^heny0methyl)-2-ethyl-4-hydroxy-5-carborriethyoxy carbazole. 
9-}(2*r«TKVhenyl)methyl]-2-ethyM4iydroxy-5^rbomethyoxy carbazole: 
9-[(3*ronrKvhenyl)methylJ-2-elhyl-4+ydroxy-5^rbomethyoxy carbazole: 
9-[i2-methylphenyl)methyl]-2-9thyl-4-hydroxy-5-carborriethyoxy carbazole: 
9-(f3-methylph8nyl)rneIhyl]-2-ethyl-4-hydroxy-5-caibornethyoxy carbazole. 
9-[(2-cyartophenyl)m9thyl|-2-€thyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[f3<yanophenyl)methyl]-2-ethyl-4-hydroxy-5-carborri9lhyoxy carbazole 
9-[(2-trifluorc<Tiethylp*enyl)rnethyl]-2-ethyM^ 

9~[(3^rifluoroiTiethylph8nyl)rnethyl]-2-9lhyl-44)ydroxy-5^arbornethyoxy carbazole. 
9-[(2-benzylphenyl)methyl]-2-ethyM-hydtoxy-5^rt)orriothyoxy carbazole. 
9-[(3-benzylphenyl)methyl|-2-ethyl-4-hydroxy-5-^ 
9-[(2^henylpheny1)methylj-2-ethyl-4-hydroxy-5-carborri8thyoxy carbazole. 
9-[(3i3henylphenyl)methyl]-2^thyW-hydroxy-5-carbomethyoxy carbazole 
9-[(2-fiaphthyl)methyl]-2-e1hyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[(l -naphthyl)methyl]-2-ethyl-4-hydroxy-5-carbomelhyoxy carbazole: 
9-[fphenyl)methyl]-2-isopropyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-If2l>henoxypheny0methyn-2MSopropyM^ydroxy-5-carbomethyoxy carbazole. 
9^(3iphenoxyphenyl)methyn-2-isoprcpyW*ydrc^-5<^ 
9-[(2-f'luoroprienyl)momyl]-2-isopropyl-4-hydroxy-5-carborTielhyoxy carbazole: 
9-[(3-fluorophenyl)methyli-2-i8opropyU-hydroxy-5-carborrielhyoxy carbazole: 
9-[(2<hlwcphonyl)rnothyl]-2-isc^rc^yW-hydrc^-5-^arbornothyoxy carbazole. 
9^(3<hIorc>phenyl)methyl]-2H8oprcpyM-hydroxy-S^rbofnethyoxy carbazole. 
9-[(2*rc<Twpheny0methylJ-2-isoprcpyM-hydroxy-5^arbomethyoxy carbazole. 
9-[ (3-bromopheny l)methy IJ-2-sopropy l-4-hydroxy-5-carbomethyoxy carbazole, 
9-[(2^emylphenyl)memyl]-2MSopropyM-hydroxy-5-carbornethyoxy carbazole. 
9-[i3^emylphenyl)methyli-2HSc^ropyM-riydroxy-S-carbomethyoxy carbazole. 
9-[(2<yancH3henyl)m8thyl]-2-isoprcpyl-4-hydroxy-5-^rborrielhyoxy carbazole: 
9^(3<ya^ciphenyl)memyl]-2M8opropyl-4-hydroxy-5^rbomethyoxy carbazole: 
9-[i2-trifluorcmethylphenyl)methyfl-2-iscflropyM+^ 
9-[(3-trifluorcHTiethylphenyl)methyn-2-isopro^ 
9-[(2-benzylphenyl)memyl]-2-^prcpyl-4-hydroxy-5-car^ 
9-[(3*enzylphenyl)methylJ-2-isoprcf)yM^ydroxy-5<arbomethyoxy carbazole: 
9-[(2^enylpheny1)methyl]-2-isoprcpyM4iydroxy-5-<^rbomethyoxy carbazole, 
9-[(3i>henylphenyl)methyl]-2wsopropyM^ydroxy-5-carbomethyoxy carbazole. 
9-[(2^aphthyl)melhyl]-2HSOprc>pyl^^ydroxy-5^rborriethyaxy carbazole. 
9-(( 1 -naphthyljmelhyl ]-2-isopropyl-4-hydf oxy -5-carbomethyoxy carbazole. 
9-[(pheny1)methyl]-2-p8ntyM-hydroxy-5-carbometriyoxy carbazole. 
9^2lJhenoxyphenyl)methyO-2-pentyl-44iydroxy-5-carbo^ 
9-[(3^enoxyphenyl)methylj-2-pentyl-4^yclroxy-5-carb^ 
9-[(2-fluc<ophenyl)methyll-2-p8ntyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-((3-flucfophenyl)methyl]-2-pentyl-4-hydroxy-5-carbornethyoxy carbazole; 
94(2-ch!oraphenyQmethylh2-pentyl-4-hydrc47-^ 
9-l(3-chioroph nyl)methylJ-2^entyl-4-hydroxy-5-carborri thyoxy carbazole. 
9-[(2-brciTic^enyl)methyl]-2-pentyl^ydroxy-5-carbom thy xy carbazole. 
94(3-brcfnophenyl)methylj-2-penlyl-4-riydroxy-5-carbornathy xy carbazole. 
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9-[(2-meihylphenyl)methyl|-2-pentyl-4-hydroxy-5-carbcmelhy xy carbazole 
9-(i3-fnethylph8nyl)methyl|-2-pentyl-4-hydroxy-5-carbomethyoxy carbazole 
9^(2<yanophenyl)methyl|-2-pentyl-4-tiydroxy-5-carbomett)yoxy carbazole: 
9-(<3-cyanophenyl)methyl)-2-pentyl-4-liydroxy-5-carbomethyoxy carbazole. 
9-[(2-trrnuctfornethylphenyl)methyl]-2-pentyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[i3-trinuoromethylphenyl)methylj-2-pentyl-4^ydroxy-5^rbornethyoxy carbazolo 
9-[i2-benzylphenyl)methyl|-2-pentyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[(3*enzylphenyl)methyl)-2-penlyl-4-hydroxy-S-carbornethyoxy carbazole 
9-[(2-phenylphenyl)methyl]-2-pentyW-hydroxy-5-carbomethyoxy carbazole: 
9-[('3-phenylphenyl)melhyl]-2-pentyl-4-hydroxy-5-carbomelhyoxy carbazole 
9-(i2<iaphthyl)melhyl]-2-pentyl-4-riydroxy-S-carbomethyoxy carbazole 
9-[M -naphthyl)methyl|-2-pentyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-|(phenyl)methyl|-2-phenyl-4-hydroxy-S-carbomethyoxy carbazole 
9-[i'2-phenoxyphenyl)methyll-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-|(3-phenoxyphenyl)methyl|-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[(2-fluorophenyl)methyl]-2-phenyl-4^ydroxy-5<arbomethyoxy carbazole: 
9-[l'3-fluorophenyl)methyl]-2-phenyl-4-bydroxy-5-carbomethyoxy carbazole. 
9-[{2<hlorophenyl)methyl]-2-phenyl-4-hydroxy-5-carbomelhyoxy carbazole 
9-{(3<hlorophenyl)methyl|-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[(2-brc^ophenyl)methyl]-2-phenyl-^hydroxy-5-carbomethyoxy carbazole 
9-[(3-bromophenyl)melhyl]-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[(2-methylphenyl)methyl]-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[f3-meihylphenyl)methyl)-2-r^enyl-4^ydroxy-5Harbomethyoxy carbazole 
9-[(2-cyanophenyl|methyl]-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[(3K:yanophenyl)methyl]-2-phenyM-hydroxy-5Karbomethyoxy carbazole. 
9-[(2-trifluoromethylphenyl)methyll-4-hydroxy-5<arbomeihyoxy carbazole 
9-[(3-trifluoromethylphenyl)meihyl|-2-phenyl-4-hydroxy-5-carbomemyoxy carbazole 
9-[(2-benzylphenyl)methyl]-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole 
9-[f3-benzylphenyl)methylj-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-[t2-phenylphenyl)methyl)-2-phenyl^+ydroxy-5-carbomethyoxy carbazole 
9-[( 3i3henylphenyl)methyl]-2-phenyl-4-hydroxy-5-carboniethyoxy carbazole. 
9-[<2HTaphthyl)memyl]-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole- 
9-|(1 -naphUiyl)methyl)-2-phenyl-4-hydroxy-5-carbomethyoxy carbazole. 
9-(<phenyl)methyl]-2-(4'-chlorophonyl)-4-hydroxy-5-carbomelhyoxy carbazole. 
9-[J2-phenoxyphenyl)methyl]-2-(4 , <hlorophenyl)-4-hydroxy-5^rbomethyo)ryc^ 
g-li^henoxyphenyOmethyn^-^hlorcphenyl)^-^^^ 

9-[i2-fluorophenyl)memyl)-2-(4^chlorophenyl)-44iydroxy-5-carborriethyoxy carbazole. 
9-[i'3-lluorophenyl)methylj-2-(4'<:hlorophenyl)-4-hydrTOy-5-carbomelhyoxy carbazole: 
9-|(2<hlorci3henyl)methyl]-2-(4^(^lorophenyl)-4-hydroxy-5-carborriethyoxy carbazole 
94(3-chlorophenyl)rnethyl]-2-(4'-chlcfcphenyl)-4-hydroxy-5-carbornetriyoxy carbazole. 
9-|f2-brc<nophenyl)methyl|-2-(4^chtorophenyl)-44iydrc^-5-carborriethyoxy carbazole. 
9-|(3-bromopheny0methyl]-2-(4'<hlorophenyl)-4-hydroxy-5<arbomethyoxy carbazole. 
9-[(2-methylphenyl)methyl|-2-(4 , <htorophenyl)^-riydroxy-S-<arbomelhyoxy carbazole: 
9-[l3-me(hylpheny1)methyl]-2-(4'<hlorophenylM-hydroxy^^ 
9-[i2H^anorohenyl)methyl]-2-(4'K*lorophenyl)-4-h^ 

9-[('3-cyanophenyl)meihyl]-2-(4 , -chlorophenyl)-4-hydroxy-5-carbomethyoxy carbazole 

9-[(2-lnnuoromethylphenyl)methyl]-2-(4'K:hlorophenylH-hyclroxy-5-carbomeih 

S-liS-tnnuoromelhylphenyOme^lj^-^hbropte^ 

9-[(2-benzylphenyl)merJiyl]-2-(4'<hkwcfjhenyl^^ 

9-[(3-benzylphenyl)memylJ-2-{4'<hforct>he^ 

9-((2-phenylphenyl)methyl]-2-(4 , <hlorcphenyl)-4-hydroxy-5-carbc)melhyox^ 
9-[l3-phenylpheny))metoyl]-2-{4^chlorc?henyl)-4^ 

9"[(2 _ fiaphthyiyriethyl]-2-(4 , -chlorophenyl)^4iydroxy-5-carboiT)ethyoxy carbazole. 
9-{(1 -naphthyl)melhyl]-2-(4'<hlorophenyl)-4-hydroxy-5-carbomelhyoxy carbazole 
9-[i'phenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 
9-Ii2-phenoxyphenyl)methyl|-4-hydroxy-5-carbamoyl carbaz le, 
9-[i3-phenoxyphenyl)methyl]-4-hydroxy-5-carbamoyl carbazol . 
9-[(2-fluorophenyl)m thyl]-4-hydroxy-5-carbamoyl carbazole 
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9-[l3-fIuorophenyl)m thyl]-4-hydroxy-5-carbamoyl carbazole. 
9-[(2-chlorophenyl)methyt]-4-hydroxy-5-carbamoylcart)azole. 
9-[(3-chlorophenyl)methyl]-4-hydroxy-5-carbamoylcarba2ole. 
9-l(2-bromophenyl)methyl]-4-hydroxy-5-catbamoylcart)a2ole-. 
9-[(3-bromophenyl)methyl]-4-hydroxy-5-caftoamoyl carbazole: 
9-[(2-methylphenyl)methylJ-4-hydroxy-S-carbamoylcart>azola; 
9-[(3-methy lphenyl)methyl]-4-hydroxy-5 -carbamoyl carbazole. 
9-{(2<yanophenyl)meth yl]-4-li yd roxy-5-carbamoyl carbazole. 
9-[(3-cyanophenyl|methylj^-hydroxy-5-carbamoyl carbazole. 
94(2-trifluorc)rnethylpheriyl)rnelhyrj-4-hydroxy-5-catbarrioyl carbazole- 
9-[f3-trifluorornethylphenyl)methyl]-4-hydroxy-5-carbarnoyl carbazole. 
9-[(2-benzy1phenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 
9-{i3-benzylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole. 
9-[(2^henylprienyl)methylJ-4-hydroxy-5-carbarnoyl carbazole: 
9-II3-phenytphenyl)melhyl]-4-r)ydroxy-5-carbamoyl carbazole. 
9-{(2-naphthyl)melhyl]-4-hydroxy-5-carbamoyl carbazole 
9-[U -naphthy l)melhy I J-4-hydroxy-5-carbamoyl carbazole 
9-[(phenyl)melhyll-2-methyl-4-hydroxy-5-carbamoyl carbazole. 
9<(2-phenoxyphenyl)methy0-2-methyl-4-hydroxy-5<arbamoyl carbazole: 
9-((3-p^enoxyphenyl)methyO-2-nrethyl-4-hydroxy-5-cafDamoyl carbazole: 
9-{(2-flucfCf)henyl)melhyl]-2-fTiemyl-4-riydroxy-5-carbamoyl carbazole. 
9-[(3-nuorophenyl)melhylj-2-memyl-44iydroxy-S-carbarnoyl carbazole. 
9-[(2-chlorophenyl)methyl)-2-methyl-4-hydroxy-5-carbamoyl carbazole: 
9-[(3<hloropheny0methyl)-2-methyl-4-hydro)<y-5-carbanrioyl carbazole. 
94(2-bromophenyl)melhyl|-2-methy1-4^ydroxy-5-carbarnoyl carbazole. 
9-[l34)rcfnophenyl)melrryl}-2-rnethyl-4-hydroxy-5-carbarnoyl carbazole: 
9-[(2-methylphenyl)methylJ-2-methyl-4-hydroxy-5-carbarnoyl carbazole 
9-[(3-melhylphenyl)methyli-2-m8thyl-4-hydroxy-5<»rbarnoyl carbazole 
9-[(2H:yancf}henyl)methyl]-2-nielhyl-4-hydroxy-5-carbamoyl carbazole. 
9-[i3<yancphenyl)methyl]-2-rnethyl-4-hydroxy-5-carbamoyl carbazole. 
9-[(24rinuoromethylphenyl)methyq-2-m8thyM4iydroxy-5-<arbamoyl carbazole, 
9-[(34rffluorornethylphenyl)methyl]-2-methyM-hy^ 
9-[(2^enzylprmnyl)methyl]-2-methy1-4-hydroxy-5-carbamoyl carbazole: 
9-[(343enzylphenyl)memylj-2-methyl-4-hydroxy-5Karbamoyl carbazole; 
9-[(2i3henylphenyl)memyl]-2-methyM-riydroxy-5-carbarTioyl carbazole, 
9-[(3i)henylphenyl)methyl]-2-riwthyM-hydroxy-5<arbarnoyl carbazole: 
9-{f2-naphthyl)methy1]-2-methyl-4-hydroxy-5-carbamoyl carbazole 
9-[f1 -naphthyl)melhylJ-2-methyl-4-hydroxy-5-carbamoyl carbazole 
9-l(phenyl)melhyl]-2-eUiyl-4-hydroxy-5-carbamoyl carbazole, 
9-[(2^henoxyphenyl)methyl]-2-ethyl-4-hydroxy-&carbarnoyl carbazole. 
9^(3-phenoxyphenyl)methyl]-2^%l-44iydrcoty-5<arbarnoyl carbazole. 
9-{(2-fluorophenyl)methyl]-2-ethyl-4-hydroxy-5-carbamoyl carbazole; 
9-{(3-fluorophenyl)mQthyl]-2-«thyl-4-hydroxy-5-carbanx>yl carbazole: 
9-{(2-chloropheny0methyl|-2-ethyl-4-fiydroxy-5-carbamoyl carbazole: 
9-{(3^loropheny0melhyll-2-efiiyW-hydroxy-5-carbarTioyl carbazole: 
9-[l2-bromophany0methyl]-2-ethyl-4-hydroxy-5-carbamoyl carbazole: 
9-[(3-bromophany0rnathyl]-2-ethyl-4-r\ydroxy-5-carbamoyl carbazole: 
9-[(2^ethylphenyl)methyl]-2^thyM-hydroxy-5-carbamoyl carbazole; 
9-[(3^ethylpheny1)me%l]-2-elhyM-hydroxy-5-carbarr)oyl carbazole: 
9^|2-cyancf)henyl)methyl]-2-ethyl-4-hydrc«y-5-carbarnoyl carbazole: 
9-{(3<yanophenyl)methyl]-2-eltiyl-4-hydroxy-5-carbamoyl carbazole. 
9-((24rifluwrjnrethylprrenyl)methy^ 
9-[(3Mrffluoroniethylphenyl)m8%I]-2-e%l-4^ydro^ 
9-l(2*enzylphenyl)memyl]-2-ethyl^-hydroxy-5-<arbarrioyl carbazole: 
9-[(34)enzylpheny1)methyl)-2-ethyt-4-hydroxy-5-carbamoyl carbazole: 
9-[(2iJhenylry«nyl)memyl]-2-ethyl-4-hydroxy-5-carbarnoyl carbaz I ; 
9-[l 3^rienylphenyl)methyl]-2-ethyl-4-hydroxy-5-carbarnoyl carbazole: 
9^(2wiaphmyl)methyl]-2^thyl-4-riydroxy-5-carbarnoyl carbazole: 
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9-f ( 1 -nrfphihyl)me(hyl|-2-elhyM-hydroxy-5-carbamoyl carbazole. 
9-| (phenyl)methyl)-2-isopropyl-4-hydroxy-5-cart»moyl cai bazole. 
9-[i'2-phenoxyphcnyl)methyl|-2-isopropylcarbamoyl carbazole: 
9-[f3-phenoxyphenyl)mcthyl|-2-isopropyl-4-hydroxy-5carbamoyl carbazole: 
9-[<2-fluorophenyl)methyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-((3-flucrophenyl)methyl|-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[(2-chlorophenyl)methyl)-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-((3-chlorophenyl)methyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[(2^rc>rnophenyl)rriethyl]-2-isopropyl-4-hydroxy-5-carbarnoyl carbazole 
9-[i3-bromophenyl)methylj-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[i'2-meihylphenyl)methyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-|i3-rnethylphenyl)rnethylj-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[(2-cyanophenyl|me!hyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-|(3-cyanophenylimeihyl]-2-isopropyl-4-hydroxy-5-carbarTX3yl carbazole; 
9-[i2-tnfluoromethylphenyl)melhyll-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-[t3-trifluoromethylphenynmethyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-|l2-bQnzylphenyl)methyl)-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[{3-benzylphenyl)methyl|-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[<2-phenylphenyl)rnethyl|-2-isopropyl-4-hydroxy-5-carbarnoyl carbazole. 
9-[(3-phenylphenyl)methylj-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[(2-naphlhyl)methyl]-2-isopropyl-4-hydroxy-5-carbamoyl carbazole. 
9-1(1 -naphthyl)methyl |-2-isopropyl-4-hydroxy-5-carbamoyl carbazole 
9-[(phenyl)methyl]-2-pentyl-4-riydroxy-5-carbamoyl carbazole. 
9-[(2-phenoxyphenyl)methyl]-2-pen[yl-4-hydroxy-5-carbarnoyl carbazole 
9-|(3-phenoxyphenyl)methyl|-2-pentyl-4-tiydroxy-5-carbamoyl carbazole. 
9-[t2-nuorophenyl)methyl|-2-pentyl-4-hydroxy-5-carbamoyl carbazole 
9-[i3-fluorcphenyl)methylJ-2-pentyl-4-hydroxy-5-carbamoyl carbazole: 
9-[(2-ch k>rophenyl)methyl]-2-pentyl-4-ri yd roxy-5-carbamoyl carbazole: 
9-[(3-chtorophenyl)methyl]-2-penlyl-4-hydtoxy-5-carbainoyl carbazole. 
9-[(2-bromophenyl)methylJ-2-pentyl-4-hydroxy-5-carbamoyl carbazole. 
9-l(3-bromophenyl)methyl]-2-pentyl-4-hydroxy-5-carbamoyl carbazole: 
9-[(2-meihylphenyl)methylj-2-pentyl-4-hydroxy-5-carbamoyl carbazole. 
9-[(3-methylphenyl)methylj-2-peniyl-4-hydroxy-5-carbamoyl carbazole 
9-|(2-cyanophonyljmeihyl]-2-pentyl-4-hydroxy-5-carbamoyl carbazole 
9-[(3-cyanophenyllmethyl)-2-pentyl-4-hydroxy-5-carbamoyl carbazole. 
9-|i2-tnfluoromethylphenyl)methyl]-2-pentyl-4-hydroxy-S-carbamoyl carbazole 
9-[(3-trifluoromethylphenyl)methyl]-2-pentyl-4-hydroxy-5-carbamoyl carbazole 
9-|(2-benzylphenyl)melhylJ-2-pentyM-hydroxy-5-carbamoyl carbazole. 
9-[(3-benzylphenyl)methyl)-2-pentyl-4-hydroxy-5-carbamoyl carbazole: 
9-[('2-phenylphenyl)methyl]-2-penlyl-4-hydroxy-5-carbamoyl carbazole 
9-l(3-phenylphenyl)methyl|-2-pentyl-4-hydroxy-5<arbamoyl carbazole 
9-[i2-rwphthyl)methyl]-2-perityl-4-hydroxy-5-carbamoyl carbazole. 
9-[(1 -rwphthyl)memyl]-2-pentyl-4^ydrc«y-5<arbamoyl carbazole. 
9-[(phenyl)methyl|-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
9-[(2-phenoxyphenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole 
9-(i3^henoxyphenyl)methyll-2-phenyl-4-hydroxy-5-carbamoyl carbazole 
9-[i2-fluorophenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
9-l(34luorcf)henyl)methyl]-2-phenyl-4-hydroxy-5-cait)arnoyl carbazole; 
9-[(2-chlorophenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole: 
9-[(3<hlorc^henyl)methylj-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
9-[('2-bromophenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole: 
9-|(3^rornophenyl)methylj-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
9-[(2-rnelhylphenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole, 
9-[(3-methylphenyl)methyl]-2-phenyl-4-hydroxy-5<arbamoyl carbazole: 
9-|i2-cyanophenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
9-|i3-cyanophenyl)rnethyl|-2-phenyl-4-hydroxy-5-carbamoyl carbaz le. 
9-[i2-trinuoromethylphenyl)methylJ-2-phenyM^ydraxy-5<art)amoyl carbazole. 
9-[(3-lnnuoromethylpheny1)meihyl)-2-phenyl-44iydroxy-5<arbamoyl carbazole. 
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9-{i'2-benzylphenyl)methyl]-2-ph nyl-4-hydroxy-5-carbamoyl carbazole. 

94i3*enzylphenyl)methyl)-2-phenyM-hydroxy-5<:arbamoyl carbazole: 

9-{l2-phenylphenyl)malhyl|-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 

9-|(3-phenylphenyl)methyl]-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 
s 9-[(2-naphthyl)melhylJ-2-phenyl-4-hydroxy-5-carbamoyl carbazole 

9-[{1 -naphlhyl)me!hyl|-2-phenyl-4-hydroxy-5-carbamoyl carbazole. 

9-[(phenyl)methyl|-2-(4'<hlorophenyl)-4-hydroxy-5-carbarrK)yl carbazole. 

9^(2i>henoxyphenyl)methyn-2-(4'<hlorophenylH-hydroxy-5-carbannoyl carbazole. 

9-[(3-phenoxyphenyl)methyl]-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole. 
io g-li^-fluorophenylJmethyll^-t^-chlorophenylJ^-hydroxy-S-carbanioyl carbazole- 

9-[l3-fluorophenyl)methyl]-2-(4'-chlorophenyl)-4-fiydroxy-5-carbamoyl carbazole. 

g-li^KJhlorophenyOmelhyll^-f^-chtorophenyO^-hydroxy-S-carbamoyl carbazole: 

9-|(3H:hlorophenyl)methyl]-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole. 

9-|l243rorTK3phenyl)methyl]-2-(4 , -chlorophenyl)-4-hydroxy-5-carbamoyl carbazole. 
'5 g-liS^rcmjphenylJmethyll^-C^-chbrophenylJ^ydroxy-S-carbamoyl carbazole: 

9-[(2-methylphenyl)melhyl]-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole: 

9-[i3-methylphenyl)methyli-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole: 

9-[(2^yanophenyl)methyl|-2-(4'<hlorophenyl)-4-hydroxy-5Harbamoyl carbazole. 

9-[i3<yarK)phenyl)rnethyl]-2-(4'-chlorophenyl}-4-hydroxy-5-carbamoyl carbazole. 
20 94(2-tnfluoromethylphenyl)methyl]-2-(4'^hlorophenyl)^-hydroxy-5-carbamoyl carbazole: 

9^(34nfluoromethylphenyl)methyl]-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole: 

9-Ii2^enzylphenyl)methyl]-2-(4'-chlorophenyl)-4-hydroxy-5-carbarnoyl carbazole. 

9-[(3^enzylphenyl)methyl]-2-{4'-chlorophenyl)-4-hydroxy-5-carbarnoyl carbazole. 

g-Ii^^henylphenylJmethyll^-f^-chlorophenyO^-liydroxy-S-carbamoyl carbazole: 
25 9-[i3-phenylphenyl)methyl]-2-(4'-chlorophenyl)-4-hydroxy-5-cartjamoyl carbazole. 

9-|i2-naphthyl)melhyl|-2-(4'-chlorophenyl)-4-hydroxy-5-carbamoyl carbazole 

9-|(1 -naphthylJmeihyll^-f^-chlorophenyO^-hydroxy-S-carbamoyl carbazole: 

ethyl 5-methoxy-8-methyl-1 ,2.3,4-tetrahydrocart>azole-4-carboxylate. 

ethyl 9-benzyl-5-rnelhoxy-8-methyl-1.2,3.4-tetrahydrocarbazole-4-carboxylate. 
so 9-benzyl-5-methoxy-8-methyl-1 ,2,3.4-tetrahydrocarbazole-4-carboxamide 

5-carbamoyl-4-methoxy-1 -methylcarbazole 

9-benzyl-5-carbamoyl-4-methoxy-1-methylcarbazole: 

Ethyl 9-benzyl-5-methoxy-B-fluoro-1,2,3,4-tetrahydrocarbazole-4-carboxylate: 

9-Benzyl-5-methoxy-8-fluoro-1,2,3,4-telrahydrocarbazole-4-carboxamide: 
35 9-benzy l-5-carbamoy l-4-methoxy-1 -fluorocarbazole, 

Ethyl 9-benzyl-5-methoxy-8-chloro-1 ,2.3.4-tetrahydrocarbazole-4-carboxylate: 

9-Benzyl-5-methoxy-8-chloro-1 2,3.4-tetrahydrocarbazole-4-carboxamide. 

9-benzyl-5-carbamoyl-4-methoxy-1-chlorocarbazole. 

5-carbamoyl-4-hydroxy-1 -chlorocarbazole: 
■*o [5-carbamoyl-l -chlorocarbazol-4-yl]oxyacet'ic acid methyl ester. 

{9H(2-fluorophenyl)methyl]-5<arbamoylcarbazol-4-yl}oxyacetic acid., methyl ester. 

9-[(phenyl)methyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid., gmethyl ester. 

9-[i2-phenoxyphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester. 

9-{i3-phenoxyphenyl)methyl]-5-carbamoylcarbazol-4-y1)oxyacetic acid., methyl ester. 
■IS 9-[(2-fluorophenyl)methyl]-5-carbamoy1carbazol-4-yl)oxyacetic acid., methyl ester. 

9-[(3-nuorophenyl)methyl]-5-carbamoylcarbazot-4-yl)oxyacetic acid,, methyl ester. 

9-[(2<hlorophenyl)methyl]-S<arbamoylcarbazol-4-ylloxyacetic acid:, methyl ester, 

9-|(3^lorophenyl)methyl]-SHarbamoylcarbazol-4-yl|oxyacelic acid:, methyl ester. 

9-[(2-bromophenyl)methyl]-S-carbamoylcarbazol-4-yl|oxyacetic acid: methyl ester, 
so 9-[(3-bromophenyl)methylJ-5-carbamoylcarbazol-4-ylloxyacetic acid:, methyl ester. 

9-[(2-metfiylphenyl)methyl]-5-carbamoylcarbazol-4-ylJoxyacetic acid:, methyl ester 

9-((3^ethylphenyl)methylj-5-carbamoy1cart3azol-4-yl)oxyacetic acid:, methyl ester: 

9-[(2-cyanophenyl)mathyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid., methyl ester: 

9-[(3-cyanophenyl)methyl]-S-carbamoylcarbazol-4-yl}oxyacetic acid., methyl ester: 
55 9-((2-lnfluoromethylphenyl)methyQ-5<arbamoylcarbazol-4-yl}oxyacetic acid;, methyl ester 

9-U3-tnflu romethylphenyl)methyli-5-carbamoylcarbazol-4-yl)oxyac tic acid., methyl est r. 

94t2-benzylphenyl)methyl]-5-carbamoylcarbaz l-4-yijoxyacetic acxl:, m thyl ester: 

9-i(3-bBnzylphenyl)methyll-5-carbamoylcarbaz l-4-ylj xyacetic acid., m thyl ster: 
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9-[(2-phenylphenyl)melhyl)-5-carbanioylcarba2ol-4-yl}oxyacelic acid . methyl ester 

9-((3-phenylphenyl)methyl]-5-carbamoytcaibazol-4-yl)oxya;etic acid, methyl ester. 

9-[(2-naphthyl)methyl]-5-carbamoylcarbazol-4-yl}o)(yacetic acid:, methyl ester: 

9-[(1-naphthyl)methyl]-5H»rbarncylcarbazol-4-ylloxyacetic acid., methyl ester. 

9-|iphenyl)methyll-2-methyl-5-cart>amoylcarbazol-4-yl)oxyacetic acid;, methyl ester; 

9-[i2-phonoxyphenyl)mothyn-2-fTwthyl-SKarbamoylcarbazol-4-ylIoxyacetic acid., methyl ester 

g-li^henoxyphenylJmethyq^-methyl-SKarbarrwjrtMrbazoM-ylJoxyacetic acid , methyl ester 

9-[(2-fluorophenyl)methyl]-2-methyl-5-carbamoylcarba2ol-4-ylJoxyacetic acid . methyl ester 

9-[i3-fluorevhenyl)methyl|-2-memyl-5<arbarnoylcarba2ol-4-y|joxyacetic acid:, methyl ester 

9^{2<hlorophenyl)methyl]-2-methy|.5<arbarnoylcarbazol-4-y|)oxyacetic acid methyl ester- 

9-[f3<hlorophenyl)methy^2-methy|.5^rbamoylcarbazol-4^|}oxyacetic acid:, methyl ester: 

9-li2-bromophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4.y|)oxyacetic acid: methyl ester. 

9-(r3^fomophenyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid:, methyl ester 

9-[(2-methylphenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid,, methyl ester- 

9-r(3<Tiethylphenyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester 

9-[(2<yanorJhenyl)methyl]-2^ethyl-5-rarbamoylcarbazoM-yl}oxyacetic acid:, methyl ester; 

9-((3-cyanophenyDmethylJ-2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid;, methyl ester; 

9-[(2^nnuoromethylphenyl)methylJ-2^ethyl-5HarbarrK)ylcarbazol-4-yl}oxyacetic acid , methyl ester 
9-|(3-tnfluoromethylphenyl)rnethyl]-2-r^ acid . methy| ^ 

9^f2*enzylphenyl)methylJ-2-methyl-5^arbarnoylcarbazol-4-yl^oxyacetlc acid:, methyl ester 
9H(34 J enzylphenyl)me%l]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetc acid:, methyl ester 
9-|(2^henylphenyl)memylJ-2-memyN5^rbamoylcarbazol-4-yl|o)ryacetic acid: methyl ester 
9-|(3-phenylpheny))methylI-2-memyl-5<arbamoylcarbazol-4-yl|oxyacetic acid:, methyl ester 
9-[|2-naphthyl)methylJ-2-methyl-5-cartwmoylcarbazol-4-yl}oxyacetic acid, methyl ester. 
9-|(1-naphthyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., methyl ester 
9-(tphenyl)methyll-2-ethyl-5-carbamoylcarbazol-4-yl)oxyacetic acid:, methyl ester. 
9-[(2i)henoxyphenyl)methyl]-2-ethyl-5<arbamoylcarbazol-4-yl|oxyacetic acid:, methyl ester 
9-[i3i3henoxyphenyl)methyll-2-ethyl-5<arbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester 
9-[l2-nuor(vhenyl)methylJ-2-ethyl-5^roamoylcarbazol-4^l)oxyacetic acid., methyl ester 
94l3-fluorophenyt)me%ll-2-ethyl-5Karba^K3ylcarbazol-4-yl}oxyacetic acid,, methyl ester. 
9-[(2<hlorophenyl)methyl]-2-emyl-S-rarbamoylcarbazol-4-y|)oxyacetic acid., methyl ester 
9-[(3-chlorophenyl)methyl]-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester 
9-[i2-bromophenyl)methylJ-2-emyl-5-Mrbamoylcarbazol-4-yl}oxyacetic acid , methyl ester 
9-[i3*romophenyl)methylJ-2-ethyl-5<arbamoyl<arbazol-4-ylJoxyacetic acid., methyl ester: 
9-(t2^emylphenyl)methylJ-2-ethyl-S<arbamoylcart>azo»-4-yl|oxyacetic acid., methyl ester; 
9-[t3-methylphenyl)methyll-2-ethyl-5-carbamoylcarbazoM-yl)o)(yacetic acid, methyl ester 
9-(t2<yancf)henyl|memyll-2^thyl-5^roamoylcarbazol-4-ylIoxyacetic acid:, methyl ester 
9-[t3<yanophenyl)rnethyl].2^myl-5^rbarTwylcarbazoM-yl}oxyacetic acid methyl ester 
9-[(2^nnuoromethylpheny0methylJ-2^thyl-5HartamcykMrbazol-4-yl}oxyacetK acid', methyl ester 
94(3-tnfluoromethylphenyl)methyl]-2-ethyl-5-cart3amoylcarbazol-4-yl}oxyacetic acid:, methyl ester 
9-[(2^enzylphenyi)me%IJ-2-emyl-5H»rbamoylcarbazol-4-ylJoxyacetic acid . methyl ester 
9-[(3^eflzylphenyl)memyl]-2-ethyl-S<arbamoykarbazol-4-yl}oxyacetic acid., methyl ester 
9-f(2i)henylphenyl)rnethyll-2-ethyl-5-carbamoylcart)azol-4-yl}oxyacetic acid, methyl ester 
9-||3i)henylphenyl)methyl]-2-ethyl-5^ban^lcarbazol-4-ylJoxyacettc acid;, methyl ester 
9-[(2-naphthyl)methyl]-2-elhyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester 
9-[(1^aphthyl)memyl]-2-ethyl-5^roamoylcarbazol-4-yl}oxyacetic acid., methyl ester 
9-[iphenyl)methylh2-isopropyl-5<arbamoylcarbazol-4-yl}oxyacQtic acri;. methyl ester 
9-[l2^enoxyphenyl)methyQ-2Hsoprcpyl-5^rt^ acid; memyt eslar 

9-[(3^enoxyphenyl)methyq-2Hsoprcpyl-5^rt^ acid", methyl ester 

9-J|2-nuwcphenyl)memyl]-2-isopropyl-5^rt3amc^lcarbazol^yl)oxyacetic acid:, methyl ester 
9-[|3-fluorcphenyl)me%l].2MSopropyl-5^rbamoylcarbazol-4-ylloxyacetic acid,, methyl ester 
9-fi2<hloropheny0methylJ-2-isoprcpyl-5HarbarnoytcarbazoMifl}oxyacetic acid . methyl ester 
94(3^hlOTopheny0methylh2^scpropyl-5^*a^ acid., methyl ester 

9-(t2*romcphenyl)rrwlriyll^is^ acjd . methy| estgr 

9Hf3*ron^henyDmethyl]-2-isopropyl-5^ acid;, methyl ester 

9-f(2^emylphenyt^emylJ-2Hsopropyl-5-carbamoylcarbaz l-4-yl|oxyacetic acid:, methyl star 
9-[t3™thylphenyt)memyl]-2-.sopropyl-5^rba^ acid., methyl ester 

9-{(2-cyanophenyl)methyl]-2-isopr pyl-5-carbamoylcaroazol-4-yl)oxyacetic acid . methyl est r 
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9-[(3^anophenyl)mettiyl]-2-isopr(^>yl-5-carbarnoylcart}azol-4-yl)oxyac tic acid . methyl ester. 
9-[(2-trifluoromethylphenyl)methyl]-2-iscprcpyl-5^rbar^ acid., methyl ester. 

9-[t3-tnnuoromethylphenyl)methyO-2MSopropyl-5^rbanTOylcarbazol-4-yl}oxyacetic acid., methyl ester 
9-[(2^nzylphenyl)memyl|-2-isoprcpyl-5<arbafnoylcarbazol-4-yl}oxyacelc acid., methyl ester. 
9-[(3^n2ylphenyl)memyl]-2-isoprcpyl-5<arbamc^lcart>a2ol-4-yl)oxyacetc acid., methyl ester: 
9-[(2^enylphenyl)methyl]-2-isopropyl-5-carbarrtoylcarba2ol-4-yl}oxyacetic acid;, methyl ester 
9-[|3-phenylphenyl)methyl|-2-isopropyl-5-carbarnoylcarba2ol-4-yl}oxyacetic acid:, methyl ester 
9-[(2wiaphthyl)melhyl]-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyacete acd:, methyl ester. 
9-t(1^aphthyl)methyl]-2Hscpropyl-5^rbamoylcarba20l-4-yl}oxyacetic acid:, methyl ester: 
9-f(phenyl)methyl)-2-pentyl-5-carbamoylcarba20l-4-yl}oxyacetic acid., methyl ester 
9-|(2^henoxyphenyOmethyl]-2-pentyl-5<arbarTwylcarbazol-4-yl|oxyacetic acid-, methyl ester 
9-[(3-phenoxyphenyl) methyl)-2-pentyl-5-carbamoylcarbazol-4-yl|oxyacetic acid., methyl ester 
9-{(2-fluorcphenyl)methyl]-2-pentyl-5<art)amoylcarbazol-4-ylJoxyacetic acid:, methyl ester: 
9-[(3-fluorcphenyl)melhyll-2-rjenryl-5^rbarTK>yl<»rba2ol-4-yl}oxyacetic acid., methyl ester: 
9-|(2-chlorophenyOmethyl)-2-pentyl-5-carbamoylcarbazol-4-yl|oj<yacetc acid., methyl ester 
9-[/3-chlorophenyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., methyl ester 
94i24>rc<nophenyl)methyl|-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacelic acid., methyl ester 
9-[(34}ruriophenyl)methyl]-2-pentyl-5-carbamoylcarbazoM-yl}oxyacetic acid., methyl ester, 
9-[(2^emylphenyl)mGthylJ-2-pentyl-5KarbarrKjylcarbazol-4-yl r oxyacetic acid . methyl ester. 
9-[(3-niethylphenyl)methyl]-2-pentyl-5-carbanxjylcarbazol-4-yl}oxyacetic acid:, methyl ester: 
9-[(2<yar^enyl)methyl]-2i>entyl-5KarbajT»ylcarbazol-4-yl}oxyacetic acid:, methyl ester: 
9-[(3<yancphenyl|methyl]-2i)entyl-5<arbanK)ylcarbazol-4-yl}oxyacetic acid., methyl ester: 

9412- trifluorc*nethylphenyl)methyl]-2-pentyl-5^rbamcylraroazoM-yl}oxyacetic acid methyl ester: 
9-[(3-tnfluorcrnethylphenyl)methyl]-2-pentyl^ acid:, methyl ester. 
9-[(2*enzylphenyl)methyl|-2^entyl-5KMrbamoylcarbazol-4-ylJoxyacetic acid:, methyl ester 
9-[(3-benzylphenyl)methyl]-2-pentyl-5-cart)amoylcarbazol-4-ylJoxyacetic acid;, methyl ester 
9-[(2^henylphenyl)methylJ-2-peniyl-5<arbarnoylcarbazol-4-yl}oxyacetic acid:, methyl ester: 
9-[(3^henylphenyl)memyl]-2-pentyl-5-rarbarrK>ylra^ acid:, methyl ester: 
9^(2-naphthyl)methyl]-2-pentyl-5-carbamoylcart)azol-4-yl^oxyacetic acid., methyl ester. 

9-{(1 -naphthyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-yl)oxyacetic acid., methyl ester 
9-[lphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester. 
9-[(2i>henoxypheflyl)methyn-2^henyl-5-Mrbamoylcarbazol-4-yl)oxyacetic acid . methyl ester. 
9-j(3-phenoxyphenyl)m8thyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyacetic acid . methyl ester. 
9-[(2-nuorcphenyl)memyl]-2-phenyl-5<arbamoylcarbazol-4-ylJoxyacetic acid:, methyl ester. 
9-[(3-fluorc^enyl)methyl]-2-rjhenyl-5-carbamoylcarbazc>l-4-ylloxyacetic acid: methyl ester, 
9^(2^hlorc^henyl)rriethyl]-2i5henyl-5<art)arnoylcarbazol-4-yl}oxyacetic acid: methyl ester: 
9-l(3<hlorcphenyl)methylJ-2-phenyl-5^rbamc3ylcarbazol-4-yl}oxyacetic acid:, methyl ester; 
9-[(2^rwncphenyOmethyl]-2-phenyhS<art>ajr»ylcarbazoM-yl}oxyacetic acid., methyl ester: 
9-[(3^romoph8nyOmethyl)-2^henyl-5<arbanx)ylcarbazol-4-yl(oxyacetic acid., methyl ester: 
9-[f2-methylphenyl)methyl)-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., methyl ester: 
9-[i3^emylphenyl)methyl)-2-phenyl-5-carbarrtoyicarbazol-4-yl}oxyacetic acid:, methyl ester; 
9-[t2<yancphenyl)m8thyl)-2^henyl-5<arbamc^lcarbazoU-yl}oxyacetic acid: methyl ester. 
9-f(3-^anophenyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, methyl ester. 
9-|l2-tnfluorc™ethylphenyl)methyn-2-phenyl-5K»te acid . methyl ester 

9413- trrnuorc^ethylphenyl)methyQ-2-phenyl-5-carbarTK>ylcarbazol-4-yl)oxyacetic acid., methyl ester: 
9-[(24>enzylph8nyl)memyl]-2-phenyl-5<arbamoylcarbazol-4-yl)oxyacetic acid:, methyl ester: 
9-[(3^enzylphenyl)methylj-2-pheny1-5<artiaiTraylcarbazol^yl}oxyacetic acid:, methyl ester: 
9-[i2-phenylphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyacetic acid., methyl ester. 
94(3i)henylphefiyl)methyl]-2-phenyl-5-<art)amoylcarbazol-4-ylJoxyacetic acid., methyl ester. 
94(2^hmyl}memyl]-2-phefiyl-5<Mrbamcylcarbazol-4-yl}oxyacetic acid:, methyl ester. 
9-[(1^aphthyl)melhylj-2-phenyl-5<arbamcyl<»rt)aioU-yl)aryacetic acid., methyl ester. 
9-((rjhenyl)memyll-2-(4'<hlc^henyl)-5^rbanK^lcart)azol-4-yl|oxyacetic acid;, methyl ester. 
9-[(2^henoxyphenyl)methyQ-2-(4'<hlorcflhenyl)-5<»^ acid;, methyl ester. 
g-ftS^henoxyphenyOmethyq^-K^hlorophen^^ acid;, methyl ester. 
9-[(2-fluor<x^enyl)methyl]-2-(4^lorcphe^^ acd., methyt ester; 
9-[(3-nuorophenyl)methylj-2-(4 , ^lcfcphenyli-5<arbanK>ylcarbM acid:, m thyl ester. 
9-{(2-chkxophenyl)methyl r 2-(4 , -chloroph nyl)-5HarbarnoylcarbazoM-yl)oxyaceticacid:, methyl ester: 
94(3<hloropheny0methyl r 2-(4'<htorophe^ acid;, methyl ester. 
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9-[(2-bromophenyl)melhyl]-2-(4 , -ch!or phenyl)-5-carbamoylcarba«}l-4-yl}oxyacetic acid., m thyl ester, 
9-[<3-bromophenyl)rrHrthyl)-2-(4 , -chforophenyl)-5<^ acid, methyl ester! 

9-((2^ethylphenyl)methyl]-2-(4'<hlorophenyl)-5<arbamoylcaitMoW-yl}oxyacetic acid:, methyl ester 
g-liO^emylphenylJmethylj^-f^htorc^henyO-S^arbanrwylcarbazol-a-ylJoxyacetic acid:, methyl ester. 

S-l^^yanc^enylimethyll^ ^'^lorophenylJ-S-carbaiTioylcarbazoW-ylJoxyacetic acid . methyl ester 

9-[l3<yanc^enyl)methyl|-2-(4'-chtorcvhenyl)-5-Mrt)amoylcarbazol-4-yl}oxyacetic acid . methyl ester 

9-[(2-trTfluOTcmethylphenyl)methyn-2-(4'K:hbrc^ acid . melhy | ester 

9-((3-tnfluoromethylphenyl)methyl]-2-(4 , -<*lor^^ ac ,d.. methyl ester. 

9-[(2-benzylphenyl)melhyl]-2M4^chlorcflheny1)-5<arbamoylcarba2ol-4-yl|oxyacetic acid., methyl ester: 

9-[(3-benzylphenyl)methyl]-2-(4'^hlorophenyl)-5^rbamoylcarbazol-4-yl|oxyacetc acid., methyl ester . 

9-[(2^henylphenyl)methyl|-2-(4 , <htorophenyl)-5<arbamoytearbazol-4-ylJoxyacetic acid . methyl ester. 

9^(3^enylphenyl)methyl|-2-(4'-chlorophenyl)-5-carbamoylcarba2ol-4-yl}oxyacetic acid., methyl ester. 

9-[(2^aphthyl)memyl)-2-(4'<hlorophenyl)-S<arbaiT)oylcarbazol-4-yl}oxyacetic acid . methyl ester 

9-[(1-naphthyl)memyl]-2-(4'H*lcTOphenyl)-5<arbamoylcarba2ol-4-yl)oxyacetic acid., methyl ester 

9-liphenyl)methyl|-5-carbamoylcarba2ol-4-yl}oxyacetic acid. . t-butyl ester. 

9-[(2i5henoxyphenyl)methyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester. 

9-[i3-phenoxyphenyl)methyq-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 

9-((2-fluorophenyl)methyl]-5-carbamoytcarbazot-4-yl)oxyacetic acid., t-butyl ester 

9-[(3-nuorophenyl)metriyl|-5-carbamoylcarbazol-4-ylJoxyacetic acid . t-butyl ester. 

9-[(2-chlorophenyl)methyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid., t-butyl ester 

9-[(3-chlorophanyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacelic acid:, t-butyl ester 

9-[(2-bromophenyl)melhyl]-5-carbamoylcart)azol-4-yl}oxyacetic acid , t-butyl ester. 

9-[(3-brc<nc^henyl)methyll-5-carbamoylcarbazol-4-yl)oxyacetic acid , t-butyl ester. 

9-[(2-methylphenyl)methyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid., l-butyl ester. 

9-|i3-methytphenyl)methylj-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester 

9-((2-cyanophenyl)methyl]-5-carbamoylcarbazol-4-ylJoxyacetic acid., t-butyl ester. 

9-[(3-cyanophenyl)methyl]-5-carbamoylcarbazoM-yl}oxyacetic acid., l-butyl ester. 

9-[i2-lnfluoromethylphenyl)methyl]-5<arbamoylcarbazol-4-yl}oxyacetic acid t-butyl ester 

9-[i3-tnfluoromethylphenyl)methyq-5-carbamoylcart}azol-4-yl}oxyacetic acid., l-butyl ester 

9-[t2-benzylphenyl)methylJ-S-carbamoylcarbazol-4-yl|oxyacetic acid , t-butyl ester 

9-[l3-benzylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester 

9-[(2-phenylphenyl)methyl|-5-carbamoylcart>azol-4-ylJoxyacetic acid., t-butyl ester 

9-[(3-phenylphenyl)methyl|-5-<»rbamoyl<Mrba2ol-4-yl|oxyacetic acid:, t-butyl ester 
9-[(2-naphthyl)methyl|-5-carbamoylcarbazol-4-ylloxyacetic acid: t-butyl oster. 
9-[(1-naphthyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetc acid: t-butyl ester. 
9-[iphenyl)methyl]-2-methyl-5<arbamoylcaibazol-4-yl}oxyaeeticacid., t-butyl ester. 
9-[(2-phenoxyphenyl)methyl|-2-methyl-S<arbamoylcarba2ol-4-yl}oxyacetic acid . t-butyl ester. 
9-[(3-phenoxyphenyl)methyl]-2-methyK5-carbamoylcarbazol-4-yl)oxyacetic acid., t-butyl ester. 
9-[i'2-nuorophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetc acid-, t-butyl ester. 
9-[i3-fIuorc^henyl)methyl]-2-methyl-5-carbamoylcart>azol-4-yl}oxyacetic acid., t-butyl ester: 
9-{(2-<^lorophenyl)methyl|-2-memyl-5-rarbarnoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester 
9-[(3-chlorophenyDmethylJ-2-methyl-5-<Mrbamoylcarbazol-4-ylK3xyacetic acid, t-butyl ester 
9-|(2-bromophenyl)methyl]-2-methyl-5-carbarrx>ylcarbazol-4-yl|oxyacetic acid., t-butyl ester 
9-[(3-brOTCpheny0nrethyl|-2-methyl-5-carbama acid:, t-butyl ester 

9-[(2-methylpheflyl)methyl|-2-methyl-5-carbamoylcarbazol-4-ylJoxyacetic acid:, t-butyl ester 
9-[(3-memylpheny1)memylj-2-methyl-5-carbarrx>ylcarbazol-4-yl}oxyacetic acid., t-butyl ester 
9-[(2-cyanophenyl)methyl]-2-methyl-5-<arbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester: 
9-[(3-cyanophenyl|methyl]-2-methyl-5-carbanKyl(arbazol-4-yl)oxyacetic acid;, t-butyl ester: 
9^2-tnfluorc*nethylphenyl)methyq-2-fT^ , t-butyl ester 

9-|(3-tnfluorc^thylphenyl)memyq-2-methy(-5-<Mrbanf»ykarbazol-4-yl}oxyacetic acid., t-butyl ester 
9-[f2-benzylphenyl)memylJ-2-methyl-5-cart)an)cylcarbazol-4-ylloxyacetic acid:, t-butyl ester: 
9-[l3-benzylphenyl)methyl]-2-methyl-S-carbaiTK>ylcarbazol-4-yl|oxyacetic acid:, t-butyl ester 
9-[(2-phenylphenyl)methylI-2-memyl-5-cart3anr»ylcarbazol-4-yl}oxyacetic acid,, t-butyl ester. 
9-{(3-phenylphenyl)memyl]-2-memyl-5-caroanwylcarbazol-4-yl}oxyacetic acid:, t-butyl ester: 
9-((2-naphthyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl|oxyacetic acid:, t-butyl ester. 
9-{(1-naphthyl)methyt|-2-methyl-5-carbam ytearbazol-4-yl)oxyacetic acid., t-butyl ester, 
9-{(phenyl)n^thyl|-2-emyl-5-carbanx>ylcarbazol-4-yl}oxyacetic acid:, t-butyl ester 
9-{(2-phen xyphenyl)methyl]-2-ethyl-5-carbamoylcarbaz M-yl)oxyacelic acid., t-butyl ester. 
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9-|(3-phenoxyphenyl)methyl]-2- lhyl-5-carbamoylcarbazol-4-yl|oxyacetic acid,, i-butyl ester. 
9-(i2-fluorophenyl)methyl]-2-ethyl-5-carbamoylcarbazol-4-ylJoxyacetic acid, t-butyl ester, 
9-{i3-fIuorophenyl)methyl]-2-ethyl-5-carbamoylcarbazol-4-ylJoxyacetic acid., t-butyl ester. 
9 : ((2-chk3rophenyl)methyl]-2-ethyl-5-carbamoytearbazol-4-yl}oxyacetic acri.. t-bulyl ester 
9-[(3-chlorophenyl)methyll-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacetic acd.. t-butyl ester, 
9-[(2-bromopheny0methyl]-2-ethyl-5-carbainoyk:arbazol-4-yl|oxyacetic acid., t-butyl ester. 
9-[i3-bromc^enyl)methyl]-2-ethyl-5-carbarnoylcarbazol-4-yl)oxyacetic acid:, t-butyl ester: 
9-l(2-rnethylphenyl)methyl|-2-ethyl-5-carbamoylcarbazol-4-ylJoxyacetic acid;, t-butyl ester. 
9-[(3-methylphenyl)methyl]-2-ethyl-5-carbamoylcart»zol-4-ylJoxyacetic acid,, t-butyl ester. 
9-[(2-<^anorjhenyl)methylJ-2-ethyl-5-carbamoylcarbazol-4-ylloxyacetic acid , l-butyl ester 
9-[(3-c^anophenyl)rnethyl]-2-ethyl-5-carbamoylcarba2ol-4-yl|oxyacetic acid . t-butyl ester. 
9-[i2-tnnuoromethylphenyl)methy0-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester: 
9-[i3-tnfluoromethylphenyl)methyl]-2-ethyl-5-cartamoykMrbazol-4-yl)oxyacetic acid,, t-butyl ester. 
9-[i2-benzylphenyl)methyl]-2-elhyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, t-butyl ester. 
9-[i3-benzylphenyl)methyl)-2-ethyl-5-carbamoylcarbazol-4-yl|oxyacetic acid., t-butyl ester. 
9-[i2-phenylphenyl)methylJ-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, t-butyl ester: 
9-[f3-phenylphenyl)methyl]-2-ethyl-5-carbarnoylcarbazol-4-yl|oxyacetic acid., t-bulyl ester: 
9-[l2-naphthyl)methyl]-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacelic acid:, t-butyl ester. 
9-[i 1 -naphthyl)methyl|-2-ethyl-5-carbamoylcarbazol-4-yl}oxyacelic acid:, t-bulyl ester. 
9-[iphenyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl^oxyacetic acd:. t-butyl ester; 
9-[l2-phenoxyphenyl)methyn-2-iscflrcpyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, t-butyl ester 
9-[i3-phenoxyphenyl)methyl]-2-isopropyl-5-carbarnoylcarbazol-4-yl)oxyacetic acid., t-butyl ester: 
9-[i2-fluorcphenyl)methyl|-2-isqaropyl-5-carbarTicsylcarbazol-4-yl}oxyacetic acid:, t-butyl ester 
9-|(3-fliiorophenyl)methyl)-2-iscf)ropyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester. 
9-[l2-chlorophenyl)methyl|-2-isopropyl-5-carbamoylcarbazol-4-yl)oxyacetic acid., t-butyl ester; 
9-[l3-chlorophenyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl|oxyacetic acid., t-butyl ester: 
9-[(2-brc<ncphenyl)methyl]-2-lscprcpyl-5-<arbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-[l3-branophenyQmethylJ-2-isc^rc^yl-5-<arbarrioylcarbazol-4-yl)oxyacetic acid , t-butyl ester. 
9-[(2-methylphenyl)methyl]-2-isopropyl-5-carbamoylcaibazol-4-yl(oxyacetc acid, t-butyl ester. 
9-|(3-melhylphenyl)methyl|-2-isoprcpyl-5-carbamoylcarbazol-4-yl}oxyacetic acid: t-butyl ester: 
9-[('2-<^ancf}henyl)methyl]-2-iscf>rc^yl-5-carbamoytcarbazol-4-yl}oxyacetic acid , t-butyl ester. 
9-[{3<yancphenyl)methyl)-2-isoprcpyl-5-carbarr)oylcarbazol-4-yl)oxyacetic acid., t-butyl ester 
9-[(2-tnfluoromethylphenyl)methyl)-2-iscpropyl-5-carbamoylcarbazol-4-yl)oxyacetic acid., t-bulyl ester; 
9-[(3-trinuororr^thylphenyl)methylJ-2-iscprcpyl-5<arbarrraylcarbazol-4-yl}oxyacetic acid, t-butyl ester. 
9-[(2-benzylphenyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, t-butyt ester 
9-|(3-benzylphenyl)methyl]-2-isoprapyl-5-carbamoylcarbazol-4-yl|oxyacetc acid., t-butyl ester 
9-[(2-phenylphenyl)m8thyl]-2-isoprcpyl-5-carbamoylcarbazoM-yl}oxyacelc acid., t-butyl ester. 
9-[{3-phenylphenyl)mathyl]-2-isopropyl-5-cart>arrioylcarbazol-4-yl}oxyacetic acid- t-butyl ester. 
9-[(2-naphthyl)methyll-2-iscx)ropyl-5-carbamoylcarba2ol-4-yl)oxyacetic acid., t-butyl ester. 
9-[(1-naphthyl)methyl]-2-isopropyl-5-carbamoylcarbazol-4-yl|oxyacetic acid . t-butyl ester. 
9-[(phenyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-ylJoxyacetic acid., t-butyl ester. 
9-[(2-phenoxyphenyl)methyQ-2-pentyl-5-carb«mc7lcarbazol-4-ylloxyacetic acid., t-butyl ester: 
9-|(3-phenoxyphenyl)methyl|-2-pentyl-5-carbarnoylcarbazol-4-ylloxyacetic acid:, t-butyl ester. 
9-((2-fluorcflhenyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester. 
9-((3-fluorcphenyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-yljoxyacetic aad.. t-butyl ester. 
9-[(2<hlorc^enyl)methyl|-2-pefltyl-S-cart)amoylcarfoazol-4-yl}oxyacetic acid., t-butyl ester. 
9-((3<hloropheny0methyl]-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester. 
9-[(2-broTiophenyl)rnethyl]-2-pentyl-5-carbamoylcarbazol-4-yl|oxyacelic acid;, t-butyl ester, 
9-[(3-bromophenyl)methyl|-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacelic acid;, t-butyl ester: 
9-|(2-niethylphenyl)rnethyl]-2-pantyl-5-carbarnoylcarbazol-4-yl)oxyace[ic acid., t-butyl ester. 
9-{(3-methylphenyi)methyl]-2-pentyl-5-carbamoylcarbazol-4-yl}oxyacetic acid;, t-butyl ester, 
9-[(2-cyanc^enyl)methyl]-2-pentyl-5-carbamoylcarbazol-4-ylloxyacetic acid: t-butyl ester: 
9-{(3-cyanoc^enyl)methyl]-2-pentyl-5-cart>amoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester. 
9-[(2-trffiuorc<Txrthylphenyl)methyf]-2-pentyl-^ acid., t-butyl ester: 

9-i(3-trffluoronwthylphenyl)methyn-2-pentyl-5<arbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-|(2-benzylphenyl)methyl)-2-pentyt-5-carbamoylcarbazol-4-yl|oxyacetic acid., t-butyl st r; 
9-[(3-benzylphenyl)methyl)-2-pentyl-5-cartarrroylcarbazol-4-yl|oxyacetic acid., t-butyl ester 
9-[(2-phenylphenyl)memyl]-2-peniyl-5-carbamoylcarbazol-4-yl}oxyace!ic acid", t-butyl ster 
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9-|(3-phenylphenyl)methyl]-2-pentyh5-carbamoylcart)a20l-4-ylJoxyacetic acid . l-butyl est r. 
9-|i2-naphthyl)melhyl]-2-pentyl-5-carbamoylcarbazol-4-yl|oxyacetic acid t-butyl ester. 
9-[i.1-naphthyl)melhy1j-2-pentyl-5-carbamoylcarba2ol-4-yl}oxyacelic acid, t-butyl ester 
9-[lphenyi)methyl r 2-phenyl-S-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-[i2-phenoxyphenyl)methyl]-2-phenyl-S-carbamoylcarbazol-4-yl}oxyacetic acid, t-butyl ester 
9-[i3-phenoxyphenyl)melhyl]-2-phenyl-5-carbamoylcarbazol-4-yl(oxyacetic acid t-butyl ester' 
9-[l2-fluorophenyl)rnethyl]-2-phenyl-5-carbarnoylcarbazol-4-yl)oxyacetic acid., t-butyl ester. 
9-[(3-fluorophenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-ylJoxyacetic acid . t-butyl ester 
9-[i2-chlorophenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyacetic acid, t-butyl ester. 
9-[i3-chlorophenyl)rnethyl]-2-pheny l-5<arbamoylcarbazol-4-yl)oxyacetic acid: . t-butyl ester 
9-|(2-br(ynophenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid . t-bulyl ester 
9-[i3-bromophenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid l-butyl ester. 
9-[(2-f7iemylphenyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester 
9-[(3-methylphenyl)methyll-2-phenyl-5-carbamoylcarbazol-4-ylJoxyacetic acid t-butyl ester. 
9-|(2-cyanophenyl)methyll-2-phenyl-5-carbamoylcarbazol-4-yl|oxyacetic acid., t-butyl ester 
9-[(3-cyanophenyl]methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester 
94(2-trifluoromethylphenyl)methylj-2-phenyl-5-carbarrioylcarbazol-4-ylloxyacetic acid;, t-butyl ester: 
9-[(3-tnf1uorc<nethylphenyl)methyl]-2-phenyl-5-cart)arrK)ylcarbazol-4-yl)oxyacetic acid: l-butyl ester 
9-[(2-benzylphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyacetic acid . t-butyl ester: 
9-[(3-bBnzylpr^yl)rnethyl]-2-phenyl-5-carbamoylcarbazol-4-yl)oxyacetic acid . t-butyl ester. 
9-((2-phenylphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, t-butyl ester. 
9-[(3-phenylphenyl)methyl]-2-phenyl-5-carbamoylcarbazol-4-yl]oxyacetic acid, t-butyl ester: 
9-[(2-naphthyl)methyl)-2-phenyl-5-carbarnoylcarbazol-4-yl}oxyacetic acid:, t-butyl ester 
9-|(1-naphthyl)methyl|-2-phenyl-5-carbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-|(phenyl)methylJ-2-(4'-chlorophenyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid, t-butyl ester. 
9-[t2-phenoxyphenyl)methyl]-2-(4'-chlorcflhenyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid, t-butyl ester, 
9-[(3-phenoxyphenyl)melhyl]-2-(4'<hlorcflhenyn-5-carbamoylcarbai!ol-4-yl|oxyacetic acid., t-butyl ester 
9-[l2-fluorophenyl)methyl)-2-(4 , -chlorophenyl}-5-carbamoylcarbazol-4-yl)oxyacelc acid . t-butyl ester 
9-[i3-(luorophenyl)methyl|-2-(4 , -chlorophenyl)-5-carbamoylcarbazol-4-yl)oxyacelic acid., t-butyl ester 
9-[(2-chlorc^henyOmethylJ-2-(4'-chtorophenyl)-5-<arbamoylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-[(3-chlorophenyl)methyl]-2-(4'-chlorophenyl)-5-carbamoylcarbazol-4-yiyoxyacetic acid., t-butyl ester. 
9-[(2-bromophenyl)methyl]-2-(4'-chlorophenyl)-5-carbann3ylcarbazol-4-yl}oxyacetic acid., t-butyl ester. 
9-[i3-brcfflophenyl)methyl]-2-(4'-chlorophenyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid t-butyl ester. 
9-[l2-methylphenyl)mQthyl]-2-(4'-chtorophenyl)-5-^rbaiTioylcarba2ol-4-yl)oxyacetic acid., t-butyl ester. 
9-[(3-methylphenyl)methyl]-2-(4'-chk)rophenyl)-5-carbarTK>ylcarbazol-4-yl}oxyacetic acid., t-butyl ester: 
9-[i2-cyanophenyl)methyl|-2-(4'-<^torophenyl)-5-carbamoy1carbazcJ^-ylJoxyacel acid., t-butyl ester 
9-[(3<yanophenyl)methyl]-2-(4^chlwophenyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid, t-butyl ester. 
9-[l2-tnf1uorcfflethylphenyl)rnethyn-2-(4 , -chtorc^henyl)-5-<»rbanrK)ylcart)azol^ acid . t-butyl ester 

S-IIS-trinuoromethylphenyOmethylJ-a-f^-chlorophenylJ-S^rbarrK^lcflrbazoM-ylloxyacetic acid , t-butyl ester 
9-[(2-benzylphenyl)methyl]-2-(4'-chlorophenyl)-5-carbarnoylcarbazol-4-yl|oxyacetc acid., t-butyl ester. 
g+S-benzylphenylJmethylj^-K -chtorophenyl) -5-carbamoylcarbazol-4-yl}oxyacetic acid:, l-butyl ester. 
9-[(2-phenylphenyl)methyl]-2-(4'-chtorcflhe^ acid , t-butyl ester 

g-JiS-phenylphenylJmemyll^-t^-chlorcflhenyll-S-carbarrioylcarbazol^-ylJoxyacetic acid t-butyl ester. 
9-{(2-naphthyl)methyl]-2-(4'-chlorc^henyl)-5-carbamoylcarbazol-4-ylJoxyacetic acid., t-butyl ester. 
9-{(i-naphthyl)methyl]-2-(4 , -chlorc^henyl)-5-carbamcylcarbazot-4-yl|oxyacetic acrJ:. t-butyl ester: 
{9-[(2-(1 -pyrroWinyl)ethyl)]-5-carbamoylcarbazol-4-yl}oxyacetic acd; 
{9-|(2-< 1 -pipendmyl)ethyl)|-5-carbamoyfcarbazol-4-yl)oxyacetic acid 
{9-[(2-<1 -morpholino)ethyl)J-5-carbarnoylcarbazol-4-yl}oxyacetic acid. 
{9-{1-methyl-2-pyrrolidinylmethyl)-S-carbarnoylcarbazol-4-yl}oxyaceticacid. 
{9-(1 -methyl-2-piperidinylmethyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid: 
|9-(1 -ethyl-2-piperidinyl)-5-carbamoylcarbazol-4-yl|oxyacetic acid, 
{9-(1-methyl-2-piperkjinyl)-5-<Mrbamoylcarbazol-4-yl)oxyacetic acid. 
(9-|1 -ethyl-3-pyrrolidmyl]-5-carbamoylcarbazol-4-ylJoxyacetic acid. 
(9-|1 -methyl-3-pyrrolidinyl]-5-carbamoylcarbazol-4-yl|oxyacetic acd. 
{9-|3-quinuclidine]-5-carbamoylcarba2ol-4-ylloxyacetic acid 
(9-|cinnamyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid. 
{9-|phenethyl]-5-carbamoylcarbazol-4-yl}oxyacetc acid: 
(9-|3-phenyl-n-propyll-5-carbamoylcarbaz M-yl}oxyacetic acid. 
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{9-|3-(4-flu rophenoxy)-phenylmethyl]-5-cart)amoylcarba20l-4-yl}oxyac tic acid, r a pharmaceutical^ accepta- 
ble salt, racemate. solvate, tautomer, optical isomer or prodrug derivative thereof 

[0051] The compounds of formula I where Z is cyclohexene are prepared according to the following reaction Schemes 
5 I (a) and (c) 



Scheme I (a) 




(9) (8) 



Wherein: 

55 R' is -NH2. PP(a) is H. -0(C,-C 4 )arKyl, halo.-{C 1 -C 6 )aJkyl, phenyl, -(C,-C 4 )alkylphenyl: phenyl substituted with-(C,- 
C 6 )alkyl, halo, r -CF 3 : -CHjOSi(C,-C 6 )alkyl. furyl. thiophenyl.- (C,-C 6 )hydroxyalkyl.- (C,-C 8 )alli0)ry(C r C 6 ) 
alkyl^C^aJalkoxytCj-Cg) alkenyl: or -<CH 2 )„R8 where R B is H, -CONH 2 , -NR 9 R 10 , -CN or phanyl where R 9 and 
R 10 are independently hydrogen. -CF 3 , phenyl, - (C^C^alkyl. -(C^^Jalkylphenyl or -phenyl(C,-C 4 alkyl and n is 



BNSOOOtt <£P 0S621 «SASJL> 
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1 to 8 

when R 1 is -NHNH 2 R 3 (a) is H. -0(C, -C 4 )alkyl halo -(C , -C $ )alkyl. phenyl. - (C, -C 4 ) alkylphenyl. phenyl substituted 
with -(C,-C 6 )alkyl haloor-CF 3 . -CH 2 OSi(C r C 6 )alkyl, (uryl. Ihiophenyl. -(C,-C 6 )hydroxyalkyl. - (C,-C 6 )alkoxy(C,- 
C 6 ) alkyl, -(C,-C 6 )alkoxy(C r C 6 )alkenyl or-(CH 2 ) n R 8 where R 8 is H. -NR 9 R 10 -CN or phenyl where R» and R'° 
are independently hydrogen. -CF 3 . phenyl -(C,-C 4 )alkyl.-(C l -C 4 )alkylphenylor-phenyl(C 1 -C 4 )alkylandn is 1 toB. 
R2(a>isOCH 3 or-OH 

[0052] An appropriately substituted nitrobenzene ( 1 ) can be reduced to the aniline (2) by treatment with a reducing 
agent, such as hydrogen in the presence of Pd/C. preferably at room temperature 

[0053] Compound (2) is N-alkylated at temperatures of from about 0 to 20"C using an alkylating agent such as an 
appropriately substituted aldehyde and sodium cyanoborohydride to form (3). Alternately, an appropriately substituted 
benzyl halide may be used for the first alkylaticn step. The resulting intermediate is further N-alkylated by treatment 
with 2-carbethoxy-6-bromocyclohexanone, preferably at temperatures of about 80°C to yield (4) or by treatment with 
potassium hexamethyldisilazide and the bromoketoester 

[0054] The product (4) is cyclized to the tetrahydrocarbazole (5) by refluxmg with ZnClj in benzene for from about 
1 to 2 days, preferably at 80'C (Ref 1 ) Compound (5) is converted to the hydrazide (6) by treatment with hydrazine 
at temperatures of about 100°C. or to the amide (7) by reacting with methylchloroaluminum amide in benzene (Ref 
2) Alternatively. (7) may be produced by treatment of (6) with Raney nckel active catalyst 
[0055] It will be readily appreciated that when R 3 (a) is 



- (CH 2 ) nCO (C r c, alkyl ) , 

conversion to the amide will also be achieved in this procedure 

[0056] Compounds (S) and (7) may be dealkylated. preferably at 0"C to room temperature, with a dealkylating agent, 
such as boron tnbromide or sodium thioethoxide. to give compound (7) where R 2 *") is -OH. which may then be further 
converted to compound (9) by realkybtmg with a base such as sodium hydride, and an alkylating agent, such as Br 
( CH 2)m RS - where R s is the carboxylate or phosphonc diester or nitrile as defined above Conversion of R 2 to the 
carboxylic acid may be accomplished by treatment with an aqueous base When R 2 is nitrile, conversion to the tetrazole 
may be achieved by reacting with tri-butyl tin azide or conversion to the carboxamide may be achieved by reacting 
with basic hydrogen peroxide. When R 2 is the phosphonic diester conversion to the acid may be achieved by reacting 
with a dealkylating agent 6uch as trimethylsilyl bromide The monoester may be accomplished by reacting the diester 
with an aqueous base 

[0057] When R2 and R^are both methoxy. selective demethylation can be achieved by treatrg with sodium ethanethi- 
olate in dimethylformamide at 100= C 

Ref 1 Julia. M : Lenzi J Preparation rfacides tetrahydro-1 2.3.4-carbazole-i ou -4 
Bull.Soc.Chim France. 1962. 2262-2263 

Ref 2 Levin JL.Turos E . Wemreb, S M An alternative procedure for the aluminum-mediated conversion of esters 
to amides Syn. Comm.. 1982. 72,939-993. 

[0058] An alternative synthesis of intermediate (5) is shown in Scheme l(b) as follows 
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Scheme Kb) 




where PG is a protecting group. 

R3» is as defined in Scheme 1 . above. 

30 

[0059] The aniline (2) is N-alkylated with 2-carbethoxy-6-bromocyclohexanone h dimethyl formamide in the presence 
of sodium bicarbonate for 8-24 hours at S0 D C. Preferred protecting groups include methyl, carbonate, and silyl groups, 
such as t-butyldimethylsilyL The reaction product (4') is cyclized to (5*) using the ZnCfe in benzene conditions described 
in Scheme 1(a). above N-alkylation of (5') to yield (5) is accomplished by treatment with sodium hydride and the ap- 
3S propriate alkyl halide in dimethylfomiamide at room temperature for 4-8 hours. 



40 
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Scheme II 




■"> R 3 (a) is as defined m Scheme I 

[0060] As discussed in Scheme I above carbazole (5) is hydrolyzed to the carboxylc acid (10) by treatment with an 
aqueous base, preferably at room temperature to about 1 00° C The intermediate is then converted to an acid ch loride 
utilizing, for example, oxalyl chloride and dimethylfonmamide. and then further reacted with a lithium salt of (S) or (R)- 
4-alkyl-2-oxazohdtne at a temperature of about -75°C, to give ( 1 la) and [1 1 b) which are separable by chromatography 

■*s [0061] The diastereomers are converted to the corresponding enantiomeric benzyl esters (12) by bnef Ireatment at 
temperatures of about 0°C to room temperature with lithium benzyl oxide. (Ref 3) The esters (12) are then converted 
to (7) preferably by treatment with methylchloroaluminum amide (Ref 2. above) or. alternately, by hydrogenation using, 
for example, hydrogen and palladium on carbon, as descnbed above to make the acid and then reacting with an acyl 
azide. such as diphenylphosphoryl azde folowed by treatment with ammonia Using the procedure described above 

50 m Scheme I. compound (9a) or i9b) may be accomplished 

Rel 3 Evans, D.A.. Ennis. M D.. Malhre. D.J. Asymmetnc alkylatbn reactions of chiral imide enolates A practical 
approach to the enantioselective synthesis of a/pha-substrtuted carboxylic acid derivatives J. Am Cham Sec 
1982 104 1737-1738 

55 

[0062] Compounds of formula I where Z is phenyl can be prepared as follows in Schemes lll(a) - (f), below 
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Scheme III (a) 




(13) (14) 



's [0063] A 1 2,3,4-tetrahydrocarbazote-4-carboxamide or 4-carboxhydrazide ( 1 3) is dehydrogenaled by refluxmg in a 
solvent such as carbitol in the presence of Pd/C to produce the caibazo!e-4-carboxamide Alternately, treatment of 
( 1 3) with DDQ in an appropriate solvent such as dioxane yields carbozole ( 1 4) 

[0064] Depending on the substituent pattern oxidation as described above may result in de-alkylation of the nitrogen 
For example when R 3 is substituted at the 8-position with methyl, oxidation results in dealkylation of the nitrogen which 
so may be realkylated by treatment with sodium hydride and the appropriate alkyl halide as described in Scheme l(a) 
above to prepare the deired product (14) 

[0065] The intermediates and final products may be isolated and purified by conventional techniques, for example 
by concentration of the solvents, followed by washing of the residue with water, then purification by conventional tech- 
niques, such as chromatography or recrystallization. 
2s [0066] It will be readily appreciated by the skilled artisan that the starting materials are either commercially available 
or can be readily prepared by known techniques from commercially available starting materials All other reactants 
used to prepare the compounds in the instant invention are commercially available 
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[0067] Benz ic acid denvative(l6) where X is preferably chlorine, bromine or iodine and the protecting group is 
prefeiably -CH 3 . are reduced to the corresponding aniline (25) with a reducing agent, such as stannous chloride in the 
presence of acid under the general conditions of Sakamoto et al. Chem Pharm. Bull. 35 (5) 1823-1828 (1987) 
[0068] Alternatively, reduction with sodium dithionite m the presence of a base, such as sodium carbonate en a non- 
interfernng solvent, such as water, ethanol. and/or tetrahydrofuran affords starting material (16) 
[0069] Alternatively, reduction by hydrogenation over a sulfided platmum catalyst supported on carbon with hydrogen 
at 1 to 60 atmospheres in a nonmterfenng solvent, preferably ethyl acetate, to form a starting material (1 6) 
[0070] The reactions are conducted at temperatures from about 0 to 1 00°C preferably at ambient temperature, and 
are substantially complete in about 1 to 48 hours depending on conditions 

[0071] The aniline (25) and dione (15) are condensed under dehydrating conditions, for example, using the general 
procedure of lida. et al . (Ref 5). with or without a nonmterfenng solvent such as toluene, benzene, or methylene 
chloride, under dehydrating conditions at a temperature about 10 to 150°C The water formed in the process can be 
removed by distillation, azetropic removal via a Dean-Stark apparatus, or the addition of a drying agent, such as mo- 
lecular sieves, magnesium sulfate, calcium carbonate, sodium sulfate, and the like 

[0072] The process can be performed with or without a catalytic amount ol an acid, such a p-toluenesulfonic acid or 
methanesulfonic acid Other examples of suitable catalysts include hydrochloric acid, phenylsulfonic acid, calcium 
chloride, and acetic acid 

[0073] Examples of other suitable solvents include tetrahydrofuran. ethyl acetate, methanol, ethanol. 1 ,1 ,2,2-tetra- 
chloroethane, chlorobenzene, bromobenzene, xylenes, and carbotetrachloride 

[0074] The condensation of the instant process is preferably carried out neat, at a temperature about 100 to 1 50°C 
with the resultant water removed by distillation via a stream of nert gas such as. nilrogen or argon 
[0075] The reaction is substantially complete in about 30 minutes to 24 hours 

[0076] Intermediate (26) may then be readily cyclized in the presence of a palladium catalyst, such as Pd(OAc) 2 or 
Pd(PPh3)4 and the like, a phosphine. preferably a tnalkyl- or triarylphosphine. such as triphenylphosphine. tri-o- 
tofylphosphine , or tricyclohexylphosphine. and the like, a base, such as, sodium bicarbonate, tnethytamine. or dnso- 
propylethylamtne. n a nonintertenng solvent, such as. acetonitnle, tnethylamme, or toluene at a temperature about 25 
to200 e C to form (19) 

[0077] Examples of other suitable solvents include tetrahydrofuran. benzene, dimethylsulfoxide. or dimethylforma- 
mfcJe. 

[0078] Examples of other suitable palladium catalysts include Pd(PPh 3 )Cl2 PdfOCOCFa)^ [(CHgCgH^jPUPdCL. 
[(CHaCHaJaPfePdCIa, [(C 6 H 11 )3P] 2 PdCl a . and [(C6H s ) 3 P] 2 PdBr 2 . 

[0079] Examples of other suitable phosphines include triBopropylphosphine, triethylphosphtne. tricyclopentylphos- 
phine. 1,2-bis(diphenylphosphino)ethane, 1.3-bis(diphenylphosphmo)propane. and 1.4-bis (diphenylphosphino)bu- 
tane. 

[0080] Examples of other suitable bases include trtpropyl amine. 2,2. 6. 6-tetramethylpipendme. 1 ,5-diazabicyclo 
[2.22]octane(DABCO), 1 ,8-diazabicyclo(5.4 0]undec-7-ene (OBU). 1.5-diazabicyclo[4.3 0) non-5-ene. (DBN) sodium 
carbonate, potassium carbonate, and potassium bicarbonate 

[0081] The cyclization of the instant process is preferably carried out with palladium(ll)acetate as catalyst in the 
presence of either triphenylphosphine. tri-o-tolyfchosphme. 1.3-bis(diphenylphosphino)propane. or tricyclohexylphos- 
phine in acetonitnle as solvent and triethylamine as base at a temperature about 50 to 1 50°C The reaction is substan- 
tially complete in about 1 hour to 14 days 

[0082] Alternatively, a preferred process for cyclization consists of the reaction of intermediate (26) with a pallada- 
cyde catalyst such as frans-di(n-acetato)-bis(o-(di-o-tolylphosphino)benzylldipalladium (II) in a solvent such as dimeth- 
ylacetamide (DMAC) at 120-140°C in the presence of a base such as sodium acetate 

[0083] Intermediate (19) may be alkylated with an alkylating agent XCHafy, where X is halo in the presence of a 
base to form (20) Suitable bases include potassium carbonate, sodium carbonate, lithium carbonate, cesium carbon- 
ate, sodium bicarbonate, potassium bicarbonate, potassium hydroxide, sodium hydroxide, sodium hydride, potassium 
hydride, lithium hydride, and Triton 8 (N-benzyltrimethylarrtmonium hydroxide) 

[0084] The reaction may or may not be carried out in the presence of a crown ether Potassium carbonate and Triton 
B are preferred. The amount of alkylating agent is not critical, however, the reaction is best accomplished ushg an 
excess ol alkyl halde relative to the starting material. 

[0085] A catalytic amount of an iodide, such as sodium iodide or lithium iodide may or may not be added to the 
reaction mixture. The reaction is preferably earned out in an organic solvent, such as. acetone, dimethylformamide, 
dimethylsulfoxide, or acetonitnle Other suitable solvents include tetrahydrofuran. methyl ethyl ketone, and t-butyl me- 
thyl ether. 

[0086] The reaction is conducted at t mperatures from about -10 to 100°C. preferably al ambient temperatur , and 
is substantially complet m about 1 to 48 hours depending on conditions Optionally, a phase transf r reag nt such as 
tetrabutylammonium bromide or tetrabutylammonium chloride may be employed. 
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[0087] Inlerm dial (20) May by dehydrogenated by xidation with 2,3-dichbr -S.6-dicyano-1.4-benzoquinone in a 
noninterfermg solvenl to form (21 ). 

[0088] Suitable solvents include methylene chloride chloroform, carbon tetrachloride, diethyl ether, methyl ethyl 
ketone, and t-butyl methyl ether. Toluene, benzene, dioxane, and tetrahydrofuran are preferred solvents The reaction 
s is carried out at a temperature about 0 to 120 *C Temperatures from 50 to 120°C are preferred. The reaction is 
substantially complete in about 1 to 48 hours depending on conditions 

[0089] Intermediate (21 ) may be aminatod with ammonia m the presence of a nonmterfenng solvent to form a(22) 
Ammonia may be in the form of ammonia gas or an ammonium salt, such as ammonium hydroxide ammonium acetate, 
ammonium Irifluoroacetate, ammonium chlonde. and the like Suitable solvents include ethanol, methanol, propanol. 
to butanol. tetrahydrofuran. dwxane. and water. A mixture of concentrated aqueous ammonium hydroxide and tetrahy- 
droluran or methanol is prelerred for the instant process The reaction is earned out at a temperature about 20 to 
lOO'C Temperatures from 50 to 60°C are preferred. The reaction b substantially complete in about 1 to 48 hours 
depending on conditions 

[0090] Alkylation of (22) is achieved by treatment with an alkylating agent of the formula XCH 2 R 9 where X is halo 
'5 and R70 is -C0 2 R 71 . -S0 3 R 71 .-P(0> (OR^fe. or -P(0)(OR 7l )H. where R 71 is an acid protecting group or a prodrug 
function, in the presence of a base in a nonmterfenng solvent to form (23) Methyl bromoacetate and t-butyl bromoa- 
cetate are the preferred alkylating agents 

[0091] Suitable bases include potassium carbonate, sodium carbonate, lithium carbonate, cesium carbonate, sodium 
bicarbonate, potassium bicarbonate, potassium hydroxide, sodium hydroxide, sodium hydride, potassium hydride, Irth- 
20 mm hydride, and Triton B (N-benzyltrimethylammonium hydroxide) The reaction may or may not be carried out in the 
presence of a crown ether Cesium carbonate and Triton B are preferred 

[0092] The amount of alkylating agent is not critical, however, the reaction is best accomplished using an excess ol 
alkyl halide relative to the starting material The reaction is preferably carried out in an organic solvent, such as. acetone, 
dimethylformamide. dimethylsulfoxide. or acetonitnle. Other suitable solvents include tetrahydrofuran. methyl ethyl 
& ketone, and t-butyl methyl ether 

[0093] The reaction is conducted at temperatures from about -10 to 100°C preferably at ambient temperature, and 
is substantially complete in about 1 to 48 hours depending on conditions. Optionally, a phase transfer reagent such as 
tetrabutylammonium bromide or tetrabutylammonium chlonde may be employed. 

[0094] Intermediate (23) may be optionally hydrotyzed with a base or acid to form desired product (24) and optionally 
30 salified 

[0095] Hydrolysis of (23) is achieved usmga base such as sodium hydroxide, potassium hydroxide lithium hydroxide 
aqueous potassium carbonate, aqueous sodium carbonate, aqueous lithium carbonate, aqueous potassium bicarbo- 
nate, aqusous sodium bicarbonate, aqueous lithium bicarbonate, preferably sodium hydroxide and a lower alcohol 
solvont. such as. methanol, ethanol. isopropanol. and the like Other suitable solvents include acetone, tetrahydrofuran 
35 and dioxane 

[0096] Alternatively, the acid protecting group may be removed by organic and inorganic acris such as tnfluoroacetic 
acid and hydrochloric acid with or without a noninterfemng solvent. Suitable solvents include methylene chloride, tet- 
rahydrofuran. dioxane. and acetone The t-butyl esters are preferably removed by neat tnfluoroacetic acid 
[0097] The reaction is conducted at temperatures from about -1 0 to 1 0CC preferably at ambient temperature, and 

•» is substantially complete in about 1 to 48 hours depending on conditions 

[0098] The starting material (16) is prepared by esterifying compound (15) with a alkyl halide = XPG: where X is halo 
and PG is an acid protecting group, in the presence of a base, preferably potassium carbonate or sodium cabonate. 
in a noninterferring solvent, prelerably dimethylformamide or dimethytsulfoxide The preferred alkyl halide is methyl 
iodide The reaction is conducted at temperatures from about 0 to 100°C preferably at ambient temperature and is 

■*5 substantially complete in about 1 to 48 hours depending on conditions 

[0099] Alternatively the starting material (16) may be prepared by condensation with an alcohol HOPG. where PG 
is an acid protecting group, in the presence of a dehydrating catalyst such as. dicyctohexylcarbodiimide (DCC) or 
carbonyl dhmidazole 

[0100] In addition, U S Patent No 4,885.338 and Jpn. Kokai Tokkyo Koho 05286912. Nov 1993 Hesei teach a 
50 method for preparing 2-fluoro-5-methoxyaniline derivatives 
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Scheme Ili(c) 




(24) 



R is as defined in Scheme lll(b). 

R 3 (a) is as defined in Scheme I (a), above, and 

X is halo. 



[01011 Benzoic acid derivatives (16) (X= CI. Br. or I) and boromc acid derivative (27) (either commercially available 
or readily prepared by known techniques from commercially available starting materials) are condensed under the 
•« general procedure of Miyaura, et al , (Ref 8a) or Trecourt, et al . (Ref 9b) in the presence of a palladium catalyst, such 
as Pd(Ph 3 P) 4 , a base, such as sodium bicarbonate, in an inert solvent, such as THR toluene or ethanol to afford 
compound (28). 

[0102] Compound (28) is converted to the carbazole product (29) by treatment with a tnalkyl or tnaryl phosphite or 
phosphine, such as, triethytphosphite or triphenyl phosphine. according to the general procedure of Cadoqan et al 
so (Ref 6) 

[0103] Compound (29) is N^alkylated with an appropriately substituted alkyl or aryl halide XCI-feR* in the presence 
of a base, such as sodium hydride or potassium carbonate, in a nonmlerfenng solvent, such as toluene, dimethylfor- 
mamkJe. or dimethylsulfoxkJe to afford carbazole (30) 

[0104] Compound (30) is converted to the corresponding amide (22) by treatment with boron tribromide or sodium 
55 thioethoxide, followed by ammonia or an ammonium salt, such as ammonium acetate, in an nert solvent, such as 
water or alcohol, or with m thylchbroaluminum amide in an inert solvent, such as t luene. at a temperature between 
ot no*c 

[0105] When R 3 &» is substituted at the 8-position with chl ro. de^alkylation of (30) with boron tribromide results in 
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de-benzylation 1 the nitrogen as described above Alkylalwn may be readily accomplished in a two si p process First, 
an Oalkylation by treatment with a haloalkyl acetate such as methyl bromo acetate using sodium hydride in tetrahy- 
drofuran. followed by N-alkyiation using for example a base such as sodium hydride and an appropriately substituted 
alkyl or aryl halide in dimethoxy formamide Compound (22) can be converted to product carbazole product (24) as 
5 described previously in Scheme 1 1 1(b) above 

[0106] Conversion to the desired prodrug may be accomplished by techniques known to the skilled artisan, such as 
for example, by treatment with a primary or secondary halide to make an ester prodrug. 



scheme III (d) 



15 



20 



ZS 




(29) 



[0107] Alternatively, reduction of the nitro group of compound (28) with a reducing agent, such as hydrogen in the 
presence of palladium on carbon, in a noninterf enng solvent, such as ethanol. at 1 to 60 atmospheres, at a temperature 
of 0 to 60°C affords the corresponding aniline (32). Compound (32) is converted to the carbazole (29) according to the 
as general procedure described by Trecourt. et al (Ref 8b). The aniline is treated with sulfuric acid and 6cdium nitrite, 
followed by sodium azide to form an intermediate azide which is cyclized to carbazole (29) by heatng in an inert sovent 
such as toluene Compound (29) is converted to carbazole product (24) as described previously in Schemes lll(b) and 
lll(c) 

-*o References. 
[0108] 

8) a N Miyaura, et al , Synth Commun. 11. 513 (1981) b F Trecourt. et al., Tetrahedron 51 , 117436) 
■« 6) J Cadogan et al . J Chem Soc . 4831 (1965) 
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Scheme IIKe) 



OCH.C 



JONH* 



jCHjKHj CONH 2 



to 



15 



20 



25 




[0109] In an aprotic solvent, preferably tetrahydrofuran. reduction of (40) is achieved using a reducing agent such 
as aluminum trihydride Preferably, the reaction is conducted under inert atmosphere such as nitrogen, at room tem- 
oo parature 

[0110] Sulfonylation may be achieved with an appropriate acylating agent in the presence of an acid scavenger such 
as triethyl amine. 
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ss 



(51) 



[0111] In a two-st p. one-pot process, intermediate (50), prepared as described in Schem l(a)abov , is first acti- 
vated with an activating agent such as carbonyl dilmldazole. The reaction is preferably run in an aprotic polar or non- 
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polar solvent such as tetrahydrofuran Acylalion with th activat d mlermedat is accomplished by reacting with 
H 2 NSOR 15 in the presence of a base, preferably diazabicycloundecene 



Schem* IIHol 



<W^OPG 



10 



IS 



22 



1. NaH PhSOpfe 
1 ( 4-dioxane 

2- HOAc, 100 'C 



(20) 



(€0) 
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00 



O*_,0PG 



(61) 



R BrCHjCOjM^ 



(62) 
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T_XT 

(63) 




(64) 



PG is an acid protecting group. 

R 22 is (C,-C 6 )alkoxy (C r C 6 )alkyl is (C1-C 6 )alkoxy (C,-C 6 )alkenyl 

[0112] Starting material (20) is O-alkylated with an alkyl halide or alkenyl halide. using a base such as NaH. in an 
aprotic polar solvent preferably anhydrous DMF. at ambient temperature under a nitrogen atmosphere. The process 
ol aromatization from a cyclohexenone functionality to a phenol functionality can be performed by treating the tetrahy- 
drocabazole intermediate (60) with a base such as NaH m the presence of methyl benzenesulfinate in an anhydrous 
solvent, such as 1 ,4-dioxane or DMF, to form the ketosutf oxide derivative. Upon heatng at about 100°C for 1-2 hours, 
the ketosulfoxide derivative (60) is converted to the phenol derivative (61 ) Conversion of the ester (61 ) to the amide 

(62) can be achieved by treating a solution of (61) in an aprotic polar solvent such as tetrahydrofuran with ammonia 
gas. Phenolic O-alkylation of (62) with, for example, methyl bromoacetate can be carried out in anhydrous DMF at 
ambient temperature using CsjCC^ or K 2 C0 3 as a base to form (63). Desired product (64) can be derived from the 
bask: hydrolysis of ester (63) using IJOH or NaOH as a base m an HjO/C^OH/THF solution at 50'C for 1-2 hours. 
[011 3] When R 22 is (C, -C 6 )alk xyfCj-CeJalkenyl. hydrogenation of the double bond can b performed by treating 

(63) n THF using PtO a as a catalysis under a hydrog n atmosph re. Desired product can then be derived as described 
above n Scheme lli(g) from the basic hydrolysis of st r (63) using UOH or NaOH as a base in an HjO/C^OH/THF 
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solution al 50°C (or 1 -2 hours 

[0114] The following list of abr viations are used in the Examples and Preparations 





HCI = 


hydrochloric acid 


5 


EtOAc = 


ethyl acetate 




DMF = 


dimethyl formamide 




THF = 


tetrahydrofuran 




Et,0 = 

t 


diethyl ether 




H£) = 


water 


10 


NaOH = 


sodium hydroxide 




EtOH = 


ethanol 




NagS0 4 = 


sodium sulfate 




NaHC0 3 = 


sodium bicarbonate 




celite = 


diatomaceous earth 


IS 


CH2CI2 — 


methylene chloride 




H2S0 4 = 


sulfunc acid 




MeoH = 


methanol 




Rh/AlgOg = 


rhodium on alumina 




DDQ = 


2,3-dichloro-5,6-dicyano-1 .4-benzo-quinone 


20 


TLC = 


thin layer chromotography 




NaH = 


sodium hydride 




NH4OH = 


ammonium hydroxide 




LiOH = 


lithium hydroxide 




NH 3 = 


ammonia 


25 


CS2C03 = 


cesium carbonate 




NH 4 oAc = 


ammonium acetate 



[01 IS] The following preparations of intermediates and examples of final products futher illustrate the preparation of 
the compounds of this invention. The examples are illustrative only and are not intended to limit the scope of the 
30 invention in any way. 

Example 1 

Preparation of a-benzyl-SJ-dimethoxy-l.Z.a^-tetrahydrocarbazole^-carboxylic acid hydrazrde 

as 

A. Preparation of N-benzyl-3,5-dimethoxyaniline 

[0116] A solution of 25gm (0 163 mol) of 3 5-dimethoxyanilme and IB 3ml (0 18 mol) of benzaldehyde m 300ml of 
methanol was cooled in ice-water and treated with 10 3gm (0.18 mol) of sodium cyanoborohydnde in portions The 
■to solution was stirred and cooled for 3 hours, treated with 1-2gm. of sodium borohydride for 30 minutes, diluted with 
water and extracted with ethyl acetate. The organic phase was washed with brine, dried over sodium sulfate, and 
evaporated in vacuo. The residue was chromatographed on silica gel eluting with a gradient hexane/1 5-70% ether to 
give 9-benzyl-3.5-dimethoxyanilme, 28.0gm , 71%. as an oil 



45 


Elemental Analyses for C, S H, 7 N0 2 




Calculated 


C 74 05. H 7 04. N 5 76 




Found 


C74 30, H7 12. N5.70 



so B Preparation of 9-benzyl-5,7-dimethoxy-l ,2.3,4-teUahydrocarbazole-4-carboxylx: acid hydrazide 

[01 17] A solution of 9.72gm of the compound of part A and 4.98gm of 2-<artoethoxy-6-brornocyclohexanone (J Shee- 
han and C.E.Mumaw. J.Am.Chem.Soc. , 72. 21 27-21 29, ( 1 950). ) in 1 25ml of benzene was refluxed lor 72 hours, cooled, 
filtered, and evaporated in vacuo. The residue (I2gm) and lOgm of zinc chloride were refluxed in 250ml of benzene 
ss for 6 hours, cooled and evaporated in vacuo. The residue was taken up in ethyl acetate, washed with 1 N hydrochloric 
acid, washed with water, dried over sodium sulfate, and evaporated in vacuo The residue was chromatographed on 
silica gel eluting with a gradient toluene/0-5% ethyl acetate to give compound (5) (R?=5-MeO FtVZ-MeO R*=ph nyl). 
1 .88gm which was dissolved in 100ml of ethanol containing 1 0ml of hydrazine hydrate and refluxed for 5 days, cooled, 
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the solulion decanted diluted with ethyl acetate washed with brine, dried over sodium sulfa! and evaporated in vacuo 
to give title compound Llgrn 60%. mp 189-1 90°C/CH2CI 2 -EtOH 



Elemental Analyses lor C^H^^C^. 


Calculated 
Found 


C6964. H664. N 11 07 
C6959. H6 74. N10 84 



Example 2 

10 

Preparation of 9-benzyl-5 7-dimethoxy-1 2.3.4-tetrahydrc«arbazole-4-carboxamide 

[01 1 8] A mixture of 980mg of the compound of example 1 2gm of Raney nickel catalyst. 1 -2ml of hydrazine hydrale. 
and 1 25ml ot ethanol was refluxed 1 hour, the solution decanted, diluted with ethyl acetate washed with water, washed 
ts with brine, dried over sodium sulfate, and evaporated in vacuo. The residue was chromatographed on silica gel eluting 
with a gradient methylene chloride/1 -3% methanol to give title compound. 820mg. 84%, mp 1 90-1 92°C/EtOH 





Elemental Analyses for C^H^N^ 


30 


Calculated 


C 72.51 H 6 64: N 7 69 


Found 


C71B8. H6 89. N 7 81 



Example 3 



2S Preparation of [9 benzyl-4-carbamoyl-7-melhoxy-1 ,2,3 4-tetrahydrocarbazol-5-yl|oxyacetic acid sodium salt 
A Preparation ol 9-benzyl-5-hydroxy-7-mothoxy-1 .2.3 4-letrahydrocarbazole-4-carboxamide 



30 
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[0119] A solution of 1 75gm (4 3 mmol) of the compound of example 6 in 50ml of dimethylformamide was mixed 
with a solution of sodium ihoethoxide (13.5 mmol) in 75ml. of dimethylformamide and then heated at 100°C lor 21 
hours. The mixture was cooled, diluted with water, acidified with hydrochloric acid, and extracted with ethyl acetate 
The organic phase was washed with brine, dried over sodium sulfate and evaporated in vacuo The residue was 
chromatographed on silica gel eluting with a gradient methylene chlorideJ0-4% methanol to give the sub-tilled product 
825mg 50% mp 225-7°C/ethanol 



Elemental Analyses lor C 21 H22N 2 0 3 


Calculated 
Found 


C 71 98. H 6 33. N 7 99 
C7171. H6 37: N 7 72 



B Preparation ol [9-benzyl-4-carbamoyl-7-methoxy-l .2.3.4-tetrahydrocarbazol-5-yl|oxyacetic acid elhyl esler 

[0120] A solution of 700mg (2 0 mmol) of the product from Part A in 70ml of dtmethyllormamide and 1 5ml ol tet- 
rahydrofuran was treated wiih lOOmg ol sodium hydride (60% in mineral oil: 2 5 mmol) for 10 minutes and then with 
0 3ml |2 7 mmol) ol ethyl biomoacetate for 3 hours The mixture was diluted with ethyl acetate, washed with water, 
washed with brine, dried over sodium sulfate and evaporated in vacuo The residue was chromatographed on silica 
gel eluting with a gradient methylene chbride/1-2% methanol to give sub-tilled product. 670mg . 77%. mp 167-169»C/ 
ether 



Elemental Analyses for C2 S H 28 N 2 0 5 



Calculated 
Found 



C 68.79. 
C 69 57. 



H 6 47: N 6.42 
H6 39. N577 



C Preparation ot [9-benzyl-4-carbamoyl-7-methoxy-1 2.3 4-tetrahydrocarbazol-5-yl]oxyacetic acid 

[0121] A suspension ol 650mg. f Ih product from Part B in 20ml of tetrahydrofuran and 70ml of ethanol was 
treated with 5ml ol 2N sodium hydroxide and the resulting solution was stirred I r 15 5 hours The solution was diluted 
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with ethyl acetate and water and acidified with hydrochloric acid The organic phas was washed with brme, dried over 
sodium sulfate, concentiated in vacuo, and filtered to give title product. 540mg . 87%. mp 251-254°C. 



Elemental Analyses for C 23 H 24 N 2 0 5 


Calculated 
Found 


C 67 63. H 5 92. N6B6 
C67 73. H5 74 N682 



D Preparation of (9-ben2yl-4-carbamoyl-7-methoxy-1,2.3.4-tetrahydrocarbazol-5-ylJoxyacetic acid sodium salt. 

[0122] A suspension of 120mg of the product from Part C m 20ml of ethanol was treated with 0 15mL of 2.0 N 
sodium hydroxide and warmed until dissolved The resulting solution was concentrated in vacuo, diluted with ethyl 
acetate and again concentrated in vacuo and left to stand overnight The precipitate was filtered and air dried to give 
the title product as an amorphous solid. 80mg, 63% 



Elemental Analyses for C^H^Naf^Os-O 4H 2 0 

Calculated j C6318. HS39 N 6 40 
Found | C63 31. H 5 48 N 6 25 



Example 4 

Preparation of [9-benzyl-4-c".rbamoyl-7-methoxycarbazol-5-yl]oxyacetic acid 

[0123] A mixture of 430mg of the product from Example 3 Part D. 2.0gm of 5% Pd/C, and 20mL of carbitol was 
heated to reflux and refluxed for 21 hours, cooled, and filtered The filtrate was diluted with water, acidified with hydro- 
chloric acid and extracted well with ethyl acetate The organic phase was washed with brine, dried over sodium sulfate 
and evaporated in vacuo. The residue was tnturated with dichloromethane and filtered to remove solid tetrahydrocar- 
bazole The filtrate was evaporated in vacuo to give the title product. 125mg, 31% 



Elemental Analyses for C^HjoN^Og-O^H^ 


Calculated 
Found 


C67 11; H5 09. N6 81 
C67 25. H5.19. N6 75 



Example 5 

Preparation of methyl |9-benzyl-4-carbamoyl-7-methoxycarbazol-5-yl|oxyacetic acid 
A Preparation of 9-benzyl-4-caroamoyl-5.7-dimethoxycarbazole 

[0124] A mixture of 2.0gm of the product from Example 2. 2gm of 5% Pd/C. and lOOmL of carbitol was refluxed for 
1 7 hours, filtered while still hot, and the solid washed well with ethyl acetate The combined filtrates were washed with 
water, washed with brme, dned over sodium sulfate, and evaporated in vacuo to give subtitled product 1 4gm. , 70%. 
mp240-243«C 



Elemental Analyses for C 22 H 20 N 2 O3 


Calculated 
Found 


C 73.32. H 5 59. N 7 77 
C 74.26. H 5 73: N 8 04 



B. Preparation of 9-benzyl-4-carbamoyl-5-hydroxy-7-melhoxycarbazole 

[0125] A solution of 1 2gm. (3.3 mmol) of the product from Part A and 10 mmol of sodium ethanethiolate in lOOmL 
of dimethytformamide was heated at 100°C for 42 hours, cooled, diluted with water, and the pH adjusted to 5-6 with 
hydrochloric acid. The mixture was extracted with ethyl acetate, the organic phase was washed with water, washed 
with bnn . dried over sodium sutlat , and vaporated in vacuo. Th residue was chromatographed on silica gel eluting 
with ethyl acetate to give product. 550mg . 48%. mp 234-236°C dec 
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Elemental Analyses for C 2 ,H l8 N 2 0 3 . 


Calculated 
Found 


C 72 82 H 5 24. N 8 09 
C 72.54. H5.19 N 8.04 



C Preparation of methyl [9-benzyl-4-carbamoyl-7-methoxycarba2ol-5-ylJoxyacelic acid 

[01 26] A solution of 430mg (1 2 mmol) of the product from Part B in 40mL of dimethylformamide and a few mLs of 
io tetrahydrofuran was treated with 60mg of sodium hydride (60% in mineral oil. 1 5 mmol) for 15 minutes and then with 
0.13mL (1 4 mmol) of methylbromoacetate for 16 hours, diluted with ethyl acetate, washed with water, washed with 
brine, dried over sodium sulfate, and evaporated in vacuo. The residue was chromatographed on silica gel eluting with 
a gradient dichtoromethane/ 1-3% methanol to give title compound. 320mg . 62% mp 170-172°C 



is 



Elemental Analyses for C 24 H 22 N 2 O s : 



Calculated j C 68.89. H 5 30. N6 69 
Found i C 68.64. H5.41. N6 57 



20 D. Preparation of [94jenzyM<arbarrioyl-7-methoxycarbazol-5-ylJoxyacetic acid sodium salt 

[0127] To a suspension of 60mg (0 l5mmol) of the product from Part C m 30mL of ethanol was added 0 075mL of 
2.0 N sodium hydroxide The mixture was heated until solution, cooled, concentrated in vacuo, diluted with ethyl acetate, 
concentrated in vacuo, cooled, and filtered to give product, amorphous solid, SOmg 80% MS (FAB+) 427 2 MS (ion 
2S spray) +Q1 405 5 -Q1 403 5 

Example 6 

Preparation of 9-ben2yl-7-methoxy-5-cyanomethyloxy-1 2.3,4-tetrahydrocarbazole-4-carboxamide 

30 

[0128] A solution of 1 47gram (4.1 9 mmol) of the product from Example 3. Part A in 146ml of dimethylformamide 
and 31ml. tetrahydrofuran was treated with 210mg. of sodium hydnde (60% in mineral oil. 5.24mmol) for 10 minutes 
and then withO 39ml (0.66mmoJ)ofbromoacetomtrilefor35hours. The mixture was diluted with ethyl acetate, washed 
with water, washed with brine dried over sodium sulfate, and evaporated in vacuo. The residue was chromatographed 
3S on silica gel eluting with a gradient of 0 to 4% methanol in methylene chloride to give the titled product. 1 34gram 82% 



40 



Elemental analysis for C 23 H 23 N 3 Q3: 


Calculated 
Theory 


C 70.93. H 5 95. N 10.79 
C70 67. H6.08. N 10.83 



Example 7 



45 



so 



Preparation ot 9-benzyl-7-methoxy-5-(lH-tetrazol-5-yl-methyl)oxy)-1 2.3,4-tetrahydrocarba2ole-4-carboxamide 

[0129] A portion of the compound of Example 6. 0 45 gram (1 1 6mmol) was heated with 5ml tn-n-butyl in hydride at 
95°C for 1 hour. The reaction was then added to a mixture of 125 ml. acetomtnle. 25ml. tetrahydrofuran, and 50ml. 
acetic acid and stirred for 2 hours. The mixture was extracted 4 times with hexane and the residue evaporated in vacuo. 
Crystallization from acetone and hexane afforded the titled compound. 0.30gram, 60% 



Elemental analysis for C^H^NjOj: 



Calculated 
Theory 



C 63.88: 
C 64.06: 



H5.S9; 
H5.64. 



N1943 
N 19.28 



ss 
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Preparation 1 

Preparation of 5-Carbomethoxy-1.2-dihydro-2-methyl-9H-carbazol-4(3H)-one from 2-bromo-3-nitrobenzoic acid 
[0130] 



10 



is 




20 



25 



30 



3S 



40 



45 



SO 



ss 



a) Methyl 2-bromo-3-nitrobenzoate 

A solution of 2-bromo-3-nitrobenzoic acid (28 4 g, 115 0 mM). iodomethane (18 0 g, 127 mM), and potassium 
carbonate (19.0 g, 137 4 mM) in 100 mL dimethylformamide was stirred at room temperature for 72 hours. The 
mixture was poured into 1 5 liters of water. The resultant precipitate was collected by filtration and dned in vacuo 
to afford 28 79 g (96%) of methyl 2-bromo-3-nitrobenzoale as a white solid 1 H NMR (DMSO-d6) 8 8.3 (dd, 1H. 
J=1 and 9 Hz). 7 9 (dd 1H. J=1 and 8 Hz). 7.7 (t. 1H. J=8 Hz), and 3 9 (s. 3H) IR (KBr, cm ') 2950. 1738. 1541. 
1435. 1364. 1298 and 1142. MS (FD) m/e 259 261 



Elemental Analyses for C 8 H 6 N0 4 Br 



Calculated 
Found 



C. 36 95: 
C, 3714. 



H. 2 33. N. 5 39 
H, 2 37. N. 5 45. 



b) Methyl 2-bromo-3-aminobenzoate 

Hydrogen gas was passed through a solution of methyl 2-bromo-3-nitrobenzoate (0 20 g, 0 77 mM) and 0 1 
g of 3% sulfided platinum on carbon in 25 mL ethyl acetate for 24 hours at room temperature The catalyst was 
removed by filtration through celite Concentration of the filtrate afforded 0 175 g (99%) of methyl 2-bromo-3-ami- 
nobenzoate as a yellow oil 'H NMR (CDCI 3 ) 8 7.15 (t. 1H. J=S Hz). 7 1 (dd. 1H J=1 and 8 Hz). 6 8 (dd. 1H. J=1 
and8 Hz). and3.95(s, 3H). IR (CHCI 3 . cm" 1 ) 3550, 3380. 2980, 2900. 1729 1613 1465. 1451. 1434. 1324. 1266. 
and 1025 MS (FO) m/e 230. 232. 



Elemental Analyses for C 8 H a N0 2 Br 


Calculated 
Found 


C. 41.77: H, 3 51: N, 6 09. 
C. 42.01: H. 3 29. N, 6 00 



c) 3-(3-C^rbomethoxy-24)romoanilino)-5-methyl-cyclohex-2-en-1 -one 

A mixture of methyl 2-bromo-3-ammobenzoate (10 2 g. 44 3 mM) and 5-methyl-1.3-cyclohexanedione (6.1 5 
g. 48 7 mM) was heated at 125 °C under a stream of nitrogen for 1 5 hours The resultant solid was triturated with 
ethyl acetate to afford 9.98 g (67%) of 3-(3<arbomethoxy-2-bromoanilino)-5-methyl<yclohex-2-en-1-one 'H 
NMR (CDCIa) 8 7 55 (m. 2H), 7 35 (dd. J=8 and 8 Hz, 1 H), 6.4 (bs, 1 H). 5 55 (s, 1 H), 3 95 (s. 3H), 2 6-2 0 (m. 5H). 
1 15 (d, J=7 Hz, 3H). MS (ES) m/e 338. 340. 

d) 5-Carbomethoxy-l ,2-dihydro-2-methyl-9H-carbazol-4(3H)one 

A suspension of 3-(3-cart3C«nethoxy-2-brorrK^ilino)-5-methyl<yclohex-2-en-1-one (9 98 g, 29 5 mM). palla- 
dium acetate (0.66 g. 2.95 mM). tri-o-totylphosphine (1.8 g, 5 9 mM). and tnethylamine (5.10 ml, 36.6 mM) m 75 
mL acetonitrile was heated at reflux for 3 hours The solvent was removed in vacuo The residue was dissolved 
in methylene chloride, washed with 1 N HCI, then with saturated brine, dried over anhydrous sodium sulfate, 
filtered, and concentrated to afford 11 g of crude product. Purification by HPLC on silica g I (elutwn with gradient 
methylene chloride/ethyl acetat ) afforded 5 7 g (75%) of 5-carbomethoxy-1,2-dihydro-2-methyl-9H-carbazol-4 
(3H)-one 'H NMR (CDCy 5 9 5 (bs. 1H), 7 4 (d, J=8 Hz, 1H), 7.35 (d. J=8 Hz. 1H). 7 2 (dd. J=8 and 8 Hz, 1H), 



BNGOOCO «EP_j098814»«JL> 



108 



EP 0 952 149 A2 



4.0(s 3H).29(dd. J=l3and4Hz. 1H).255(m 2H). 24(m. 1H), 2 25 (dd. J=15and9Hz 1Hj. 1.05 (d J=7Hz. 
3H) MS (ES) m/e 226. 258 

EXAMPLE 8 

s 

Preparation of {9-[{phenyl)rTOthyl]-5<arbamoyl-2-methyl-carbazol-4-yl)oxyacelic acid 
10131] 

w 



15 



20 




25 A 9-|(Phenyl)methyl]-5-carbomethoxy-2-rnBthy1-1.2-dihydrocarbazol-4(3H)-on9 

[01 32] A suspension of 5-carbomethoxy-l .2-dfiydro-2-methyl-9H-carbazol-4(3H)-one (2.0 g, 7 77 mM), benzyl bro- 
mide (0 94 ml, 7 93 mM), and potassium carbonate (2 15 g, 15 5 mM) in 39 mL DMF was stirred at room temperature 
for 22 hours The mixture was diluted with ethyl acetate and 1 N HCI The layers were separated and the aqueous layei 
oo extracted with ethyl acetate The combined ethyl acetate layers were extracted with 1 N HCI twee, once with water and 
once with brine After drying (NaS0 4 ) evaporation in vacuo afforded 2 61 g (97%) of 9-[(phenyl)methyl|-5-carbometh- 
oxy-2-methyl-1 .2-dihydrocarbazol-4(3H)-one «H NMR (CDCI 3 ) 87 6-7 4 (m. 6H). 7 0 (m. 2H). 5 4 (s. 2H), 4 05 (s. 3H). 
30 (m. 1H). 2.65-2 45 (m. 3H) 2 3 (dd. J=15 and 9 Hz. 1H) 11 (d. J=7 Hz. 3H) MS (ES) m/e 316 348 

os B 9-((Phenyl)methyl]-2-mathyl-4-hydroxy-5-carbomethoxy carbazole 

[0133] A solution of the 9-[(phenyl)methylJ-5-carbomethoxy-2-methyf-1 2-dihydrocarbazol-4(3H)-one (1 30 g. 3 74 
mM) and 2,3-dchloro-5.6-dicyano-1 ,4-benzoquinone (0 93 g, 4 12 mM) in 37 mL of toluene was stirred between 80-90 
°C for 5 hours The mixture was purified by column chromatography on silica gel (elution with methylene chloride) to 
■to afford 270 mg (21%) of the 9-{(phenylimethyl]-2-methyl-4-hydroxy-5-carbomethoxy carbazole 1 H NMR (CDCI 3 ) 8 
10.45 (s. 1 H). 8 0 (d. J=8 Hz. 1 H). 7 55 id, J=8 Hz. IH). 7 4 (dd, J=8 and 8 Hz. 1 H). 7 3 (m. 3H). 7 05 (m. 2H). 6.65 (s. 
1H). 66 (s. IH). 5 5 (s 2H). 4.1 (s. 3H) 2.45 (s, 3H) MS (ES) m/e 314. 346 

C 9-[(Phenyl)methyl]-2-methyl-4-hydroxy-5-carbamoyl carbazole 

-»5 

[0134] A solution of the 9-{(phenyl)methyl)-2-methyl-4-hydroxy-5-carbomethoxy carbazole (470 mg. 1 36 mM) in 20 
ml THFand80 mL concentrated aqueous ammonium hydroxide was sonicated tor6 hours at 30-40 0 C. The precipitated 
solid was filtered and triturated with Et 2 0 to afford 200 mg (44%) of 9-[ (phenyl)methyl|-2-methyl-4-hydroxy-5-carbamoyl 
carbazole 'H NMR <DMSO-d6) 8 10 5 (s IH), 8 8 (bs, 1H). 8 4 (bs. 1 H), 7 75 (m, 1 H). 7 4 (m. 2H). 7 25 (m. 3H). 7 1 
SO (m. 2H). 6 95 (s. 1H), 6 45 (s, 1H). 5 65 (S. 2H), 2 4 (s. 3H) MS (ES) m/e 314, 331 

D (9-{(Phenyl)methyl]-2-melhyl-5-carbamoylcarbazol-4-yl)oxyacetc acid, methyl ester 

[01 35] 60% Sodium hydride in mineral oil (30 4 mg. 0.76 mM) was added to a solution of 9-J.(phenyl)methyl]-2-methyl- 
« 4-hydroxy-5-carbamoyl carbazole (202 mg, 0 61 mM) in 21 mL DMF and 4 6 ml THF After 10 minutes, methyl bro- 
moacetate (77 ul. 0 482 mM) was added and the resultant mixture stirred at room temperature for 1 25 hours The 
mixture was diluted with Ihyl acetate and washed with HjO The aqueous layer was xtracted with ethyl acetate The 
combined organic layers w re extracted with saturated bm , dried over sodium sulfat , filtered, and concentrated 
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Th residue was purified by column chromatography on silea gel ( lution with ethyl acetate) l afford 184 mg (75%) 
of {9^(phenyl)methyl]-2-methyl-5H»il3arnoylcarl)a2ol-4-yl}oxyacetic acid methyl ester. 1 H NMR (DMSO-d6) S7 55 (d, 
1H. J=8 Hz). 7 5 (bs. 1H). 7 4-7.15 (m. 9H). 6 45 (s. 1H), 5.7 (s. 2H). 4 9 (s. 2H), 3.75 (s, 3H). 2.4 (s. 3H). MS (FD) ml 
e 386. 403 



Elemental Analyses for C 2 4H22N 2 0 4 - 

Calculated j C. 71.63. H, 5.51: N.6 96 
Found ! C, 7174. H.5.81: N.6 69 

10 

E (9-[(Phenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid 

[0136] A solution of the (9-J(phenyl)methyl]-2-methyl-5-carbarr>oylcarbazol-4-yl)oxyacetic acid, methyl ester (83 5 
mg. 0.207 mM) and 1 .0 mL (2 0 mM) ol 2 N NaOH in 10 mL of ethanol was stirred for 45 minutes at 25 °C The resultant 

is white precipitate was collected by filtration, washed with a small amount ol EtOH. then dried in vacuo to afford 48 mg 
(56%) of the (9-|(phenyl)methyl)-2-methyl-5-carbamoylcarbazol-4-yl|oxyacetic acid sodium salt as a white powder MS 
(ES) m/e 314. 372 389. 411 The filtrate was acidified with 1N HCI to pH =1 After cooling to 5°C, the resultant white 
precipitate was collected by filtration, washed with water, then dried in vacuo to afford 24 mg (29%) {9-{(pheny l)methyl)- 
2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid 'H NMR (DMSO-d6) 5112 (bs. 1H), 7 8 (bs. 1H), 7.6 (d J=8 Hz, 

20 1H). 7 45 (bs, 1H), 7.4-7 05 (m. 8H). 6.45 (s, 1H). 5.65 (s, 2H), 4 9 (s. 2H). 2.4 (s. 3H) MS (ES) m/e 314. 372. 389 





Elemental Analyses for C^H^N^. 




Calculated 


C. 71.12: H.5 19, N. 7.21. 


25 


Found 


C. 7133 H.5 47: N, 7 19 



EXAMPLE 9 



Preparation of (9-[(3-fluorophenyl)methyl]-5-cartemc7l-2-methyl-carbazol-4-yl}oxyacetic acid 
[0137] 



35 



40 



45 




A 9-[(3-Fluorophenyl)methyl]-5-cart)omethoxy-2-melhyl-1 2-dihydrccarbazol-4(3H)-one 

50 [0138] A suspension of 5-carbomethoxy-1 2-dihydro-2-methyl-9H-carbazol-4(3H)-one(1 Og. 3.89 mM). 3-fluoroben- 
zyl bromide (0.48 ml, 3.97 mM), and potassium carbonate (1 07 g, 7 78 mM) in 20 mL DMF was stirred at room tem- 
perature for 22 hours The mixture was diluted with EtOAc and 1N HCI. The layers were separated and the aqueous 
extracted with EtOAc. The combined EtOAc layers were extracted with 1 N HCI. water, then bnne. After drying (NagSO^), 
evaporation in vacuo afforded 1 .38g (97%) of the 9-{(3-fluoropheny l)methyl]-5-carbomethoxy-2-methyl-l ,2-dihydrocar- 

55 bazol-4(3H)-one. 'H NMR (CDCI 3 ) 5 7 4-7.2 (m. 5H), 7 0 (m. 1H). 6.75 (m. 2H). 5.4 (s. 2H). 4 05 (s. 3H). 3 0 (m. 1H). 
2.65-2 45 (m. 3H). 2 3 (dd. J=1 5 and 9 Hz, 1H), 1.1 (d. J=7 Hz. 3H) MS (ES) m/e 334. 366 
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B 9-[(3-Fluoroph nyl)melhyl]-2-melhyl-4-hydroxy-5-carbomethoxy carbazole 

[0139] A solution of the 9-{(3-fluorophenyl)methyt]-5-carbonnethoxy-2-methyl-l .2-dihydrccarbazol-4(3H)-one (1 37 
g. 3 75 mM| and 2.3-dtchloro-5 6-dicyano-1 .4-benzoquinone (0.94 g. 4 1 3 mM) in 36 mL of toluene was stirred between 
5 80-90 "C for 3 hours The mixture was purified by column chromatography on silica gel (elution with methylene chloride) 
to afford 0 33 g (24%) of 9-[(3-fluorophenyl)methylJ-2-methyl-4-hydroxy-5-carbomethoxy carbazole 'H NMR (CDCI 3 ) 
S 10 45 (s. 1H), 8 0 (d. J=8 Hz. 1H). 7 55 (d. J=8 Hz. 1 H). 7.4 (dd. J=8 and 8 Hz. 1 H). 7 3 (m, 2H). 6.95 (m. 1H), 6.85 
(d. J=8 Hz. 1H), 6 75 (m. 1H), 6 65 (s, 1H). 5 5 (s, 2H), 4 1 (s, 3H), 2 45 (s, 3H). MS (ES) m/e 332, 364 

to C 9-[(3-Fluorophenyl)methyl]-2-fnethyl-4-hydroxy-5-carbamoyl carbazole 

[0140] A solution of the 9-[(3-fluorophenyl)methyl]-2-methyl-4-hydroxy-5-carbomethoxy carbazole (0.33 g, 0 91 mM) 
in 14 ml THF and 54 mL concentrated aqueous ammonium hydroxide was sonicated for 6 5 h at 30-40 "C The pre- 
cipitated solid was filtered, washed with water, and triturated with 35 ml Et20 to afford 182 mg (57%) of 9-((3-fluoroph- 
is enyl)methyll-2-methyl-4-hydroxy-5-carbamoyl carbazole 'H NMR (DMSO-d6) 5 10 5 (s. 1H). 8 8 (bs. 1H). 8.4 (bs. 
1H). 7 75(m. 1H),7.4(m 2H).7 25(m. 1H), 7.05(m. 1H>. 6 9 (m. 2H). 6 85 (d. J=8 Hz. 1H),6 45(s, 1H). 5 65 (s. 2H) 
2 4 (s 3H) MS (ES) m/e 332. 349 

D |9-[(3-Fluorophenyl)melhyl]-2-methyl-5-carbamoylcarbazoM-yl}oxyacetic acid, methyl ester 

20 

[0141] 60% Sodium hydride in mineral oil (25 9 mg. 0 65 mM) was added to a solution of 9-{(3-fluorophenyl)methyl]- 
2-methyl-4-hydroxy-5-carbamoyl carbazole (181 mg, 0.52 mM) m 18 mL DMFand 3.9 ml THF. After 10 minutes, methyl 
bromoacetate (66 ul, 0.70 mM) was added and the resultant mixture stirred at room temperature for 1 25 hours The 
mixture was diluted with ethyl acetate and washed with H^O The aqueous layer was extracted with ethyl acetate The 

25 combined organic layers were extracted wth saturated brne. dried over sodium sulfate, filtered, and concentrated 
The residue was punfied by column chromatography on silica gel (elution with methylene chlonde/acetone gradient) 
to afford 170 mg (78%) of the (9-|(3-nuoropheny0nKthyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl 
ester. 'H NMR (DMSO-d6) 8 7 55 (d, 1H. J=8 Hz), 7.5 (bs, 1H), 7 4-7.25 (m. 2H>. 7 2 (bs, 1H), 7 05 (m. 3H). 6 95 (d, 
J=8 Hz 1H) 6 9 (d. J=8 Hz). 6 45 (s. 1H). 5 65 (s. 2H). 4 9 (s. 2H). 3 75 (s. 3H), 2.4 (s. 3H) MS (FD) m/e 404, 421 

30 

Elemental Analyses lor C 2 4H 21 FN 2 04 

Calculated j C.68 56. H, 5.03 N. 6 66. 
Found j C. 67.75 H.4.95. N. 6 33 

E {9-((3-Fluorophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl)oxyacetic acid 

[0142] A solution of (9-[(3-fluorcphenyl)methyl|-2-rmthyl-5-carbarrwylcarbazol-4-y1}oxyacetic acid, methyl ester 
(68 3 mg. 0.162 mM) and 0.81 mL (1 6 mM)of 2 N NaOH in 8 1 mL of ethanol was stirred for 30 minutes at 25 "C The 

40 resultant while precipitate was collected by filtration, washed with a small amount of EtOH then dried in vacuo to afford 
1 1 mg (16%) of {9-[(3-nuorophenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, sodium salt as a white 
powder The filtrate was acidified with 1 N HCI to pH =2 After cooling to 5"C. the resultant white precipitate was collected 
by filtration washed with water, then dried in vacuo to afford 31 mg (47%) |9-[(3-fluorophenyl)methyl]-2-methyl-5-car- 
bamoylcarbazol-4-yl}oxyacetic acid. >H NMR (DMSO-d6) 6 7 75 (bs. 1 H) 7 6 (d, 1 H. J=8 Hz). 7 45 (bs. 1H). 7 4-7 25 

45 (m. 2H), 7 05 (m. 3H). 6.95 (d. J=8 Hz. 1H). 6.9 (d, J=8 Hz. 1H). 6 45 (s. 1H). 5 65 (s. 2H). 4.8 (s. 2H). 2.4 (s, 3H). MS 
(ES) m/e 390. 407 Recrystallization from acetone/hexane provided an analytical sample: 



Elemental Analyses for C^H^FN^: 

Calculated j C, 67.97. H 4 71: N, 6.89. 
Found j C. 68.21: H.4.93; N, 7.16. 
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EXAMPLE 10 

Preparation of {9-{(3-methylphenyl)methy»l-5^rbarrK3yl-2-mothyl-carbazol-4-yl|oxyacetic acid 
5 [0143] 



10 



IS 



20 




A. 9-[(3-Methylphenyl)methyl)-5-carbomethoxy-2-methyl-1 .2-dihydrocarbazol-4(3H)-ono 

[0144] A suspension of 5HMrt>omelhoxy-1.2-dihydro-2-rTiethyl-9H-carbazol-4(3H)-one (1 .0 g. 3.89 mM). 3-methyl- 
& benzyl bromide (0 54 ml, 3 97 mM), and potassium carbonate (1 07 g. 7 78 mM) in 20 mL DMF was stirred at room 
temperature lor 19 hours. The mixture was diluted with EtOAc and IN HCI The layers were separated and the aqueous 
layer extracted with EtOAc The combined EtOAc layers were extracted with 1 N HCI. water, then brine. After drying 
(NaS0 4 ), evaporation in vacuo afforded 1 41 g (100%) of 9^(3<nethylphenyl)methyll-5^rbomethoxy-2-methyl-1,2-di- 
hydrocarbazol-4(3H)-one. 'H NMR (CDCI 3 ) 8 74-7 05 (m. 6H). 68 (m. 1H). 5.3 (s. 2H). 4.05 (s 3H), 30 (m, 1H), 
30 2.7-2 3 (m. 4H), 2 3 <s. 1 H). 1 2 (d, J=7 Hz, 3H) MS lES) m/e 382 

B 9-[(3-Methylphenyl)methyll-2-methyl-4-hydroxy-5-carbomethoxy carbazole 

[0146] To a solution of 94(3-methylphenyl)methylJ-5<artbomethoxy-2-methyl-1.2-dihydrocarbazol-4(3H)-one (1 41 
35 g, 3.89 mM) in 1 3 ml dioxane was added 60% sodium hydride in mineral oil (0 36 g. 8.95 mM) The reaction was stirred 
6 minutes, then methyl benzenesulfinate (0.81 ml. 6.22 mM) was added The reaction was stirred an additional 6 hours, 
then diluted with 20 ml dioxane and 0 51 ml acetic acid The mixture was reftuxed 30 minutes, diluted with ethyl acetate, 
and extracted with saturated NaHCOj brine then water After drying (NaS0 4 ), evaporation in vacuo afforded 2 30g 
The mixture was punfied by column chromatography on silica gel (elution with toluene/methylene chloride) to afford 
■» 0 92 g (66%) of 9-t(3-methylrjherryl)methyl|-2-methyM-hydroxy-5-carbomethoxy carbazole 'H NMR 1CDCI3) 8 1 0.45 
(s. 1 H), 8.0 (d. J=8 Hz. 1 H). 7.55 (d. J=8 Hz. 1 H). 7.4 (dd. J=8 and 8 Hz. 1 H), 7.4 (dd. J=8 and 8 Hz. 1 H). 7 05 (d. J=B 
HZ. 1H). 6 9 (s. 1H) 6.85 (d. J=8 Hz. 1H). 6 75 (s. 1H). 6 7 (s. 1H), 5 45 (s 2H). 4 1 (s. 3H), 2 4 (s. 3H), 2 25 (s. 3H) 
MS (ES) m/e 328, 360 

45 c. 9-[(3-Methylphenyl)methylj-2-methyl-4-hydroxy-5-carbamoyl carbazole 

[01 46] A solution of 9-f.(3-methy Ipheny l)methy1]-2-methyl-4-hydroxy-5-carbomethoxy carbazole (0 92 g. 2 56 mM) in 
38 ml THF and 1 54 mL concentrated aqueous ammonium hydroxide was sonicated for 6 h at 30-40 °C. The precipitated 
sole) was filtered, washed with water to afford 0 55g (63%) of 9-{(3-methy1phenyl)methyl]-2-methyt-4hydroxy-5-car- 
so bamoyl carbazole. 'H NMR (DMSO-dS) 8 10.5 (s, 1 H), 3.8 (bs, 1H), 8.4 (bs. 1 H), 7.75 (m. 1H). 7 4 (m, 2H). 7 15 (dd. 
J=8 and 8 Hz, 1H). 7.05 (m. 1H). 7.0 (s. 1H), 6 9 (s. 1H), 6.8 (d. J=8 Hz. 1H), 6 45 (s, 1H). 5 65 (s. 2H). 2 4 (s. 3H). 
2.2 (s. 3H) MS (ES) m/e 328. 345 

D (9-{(3-M8thytphenyl)methyl]-2-methyt-5-<arb«moylcarbazol-4-yl}oxyacetic acid, methyl ester 

55 

[01 47] 60% Sodium hydnde in mineral oil (79.8 mg, 2 0 mM) was added to a solution ol 9-|(3-methytphenyl)methyl|- 
2-methyl-4-hydroxy-5-carbamoyl carbazole (0 55 g. 1.60 mM) in 56 mL DMF and 12 ml THF. After 10 minutes, methyl 
bromoacetate (0 20 ml. 2.16 mM) was added and the r sultant mixture stirred at room temperature f r 1 hour. The 
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mixture was diluted with ethyl acetate and washed with HjO The aqueous layer was extracted with ethyl acetate. The 
combined organic layers were extracted with saturated brine, dried over sodium sulfate, filtered, and concentrated. 
The residue was purified by column chromatography on silica gel (elution with methylene chloride/acetone gradient) 
to afford 0.51 g (76%) of {9^(0-methylphenyl)methyl]-2•methyl-S■carbamoylcarbazol-4-yl|oxyac8tic acid, methyl 
ester 1 H NMR (OMSO-d6) 87 5 {m, 2H). 7. 35 (dd, J=8 and 8 Hz. 1 H). 7 2-7 1 (m 2H). 7 05-6.95 (m, 4H) 6 35 (d J=G 
Hz. 1H). 6 45 (s. 1H) S 6 (s. 2H), 4 9 (s. 2H). 3 75 (s 3H) 2.4 (s. 3H). 2 2 (s. 3H). MS (FD) m/e 400. 417. 



Elemental Analyses for C^H^N^ 


Calculated 
Found 


C. 72.10; H.5.81: N.6.73. 
C. 71.94: H 5.71. N. 6.96. 



E {9-f(3-Methylphenylimelhyl]-2-methyl-5-carbamoylcarbazol-4-yl}oxyaceticacid 

[0148] A solution of (9-|(3-methylphenyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 
(0 12 g. 0 288 mM) and 1 4 mL (2 8 mM) ol 2 N NaOH in 14 mL of ethanol was stirred for 30 minutes at 25 8 C The 
reaction was acidified with IN HCI to pH =2 After stirring 1 hour, the resultant white precipitate was collected by 
filtration, washed with water, then dried in vacuo to afford 114 mg (95%) {9-[(3-melhylphenyl)methylj-2-methyl-5-car- 
bamoyfcarbazol-4-yl|oxyaceticacid , HNMR(DMSO-d6)8l1.1 (bs. 1H). 7 75(bs. 1 H). 7 6 (d. J=8 Hz. 1H). 7 45(bs. 
1H). 7 35 (dd. J=8 and 8Hz. 1 H). 7.2-7 0 (m, 5H) 6.85 (d. J=8Hz 1H). 6 45 (s. 1H). 5 6 (s. 2H). 4 8 (S. 2H), 2 4 (s. 
3H). 2 2 (s, 3H) MS (ES) m/e 386. 403. Recrystallization from acetone/hexane provided an analytical sample 



Elemental Analyses for C^H^NjC^ 


Calculated 
Found 


C. 7163. H. 5 51: N, 6 96 
C. 71 88. H. 5 65. N. 7 20 



Preparation 2 

Preparation of 5-Carbomethoxy-1 ,2-dihydro-2-(4-triniJoromethylphenyl|-9H-carbazol-4(3H)-one from 2-bromo- 
3-mtrobenzoic acid 

[0149] 



I 




a) Methyl 2-bromo-3-nitrobenzoate 

A solution of 2-bromo-3-nitrobenzoicacid(28 4g, 115 0 mM). cdomethane(18 0g. 127 mM), and potassium 
carbonate (19.0 g 137 4 mM) in 100 mL DMF was stirred at room temperature for 72 hours The mixture was 
poured into 1 5 liters of H z O The resultant precipitate was collected by filtration and dned in vacuo to afford 28.79 
g (96%) of methyl 2-bromo-3-nitrobenzoate as a white sold. 'H NMR (DMSO-d6) 8 8 3 (dd, 1H. J=1 and 8 Hz). 
7 9 (dd. 1H. J=1 and 8 Hz). 7 7 (L 1H. J=6 Hz), and 39 (s. 3H) IR (KBr. cm 1 ) 2950, 1739, 1541. 1435 1364 
1 298, and 1 142 MS (FD) m/e 259, 261 
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Elemental Analyses for C 8 H 6 N0 4 Br 

Calculated j C. 36 95: H, 2.33: N, 5.39 
Found | C, 3714: H, 2.37: N, 5.45. 



b) Methyl 2-bromo-3-aminobenzoate 

Hydrogen gas was passed through a solution of methyl 2-bromo-3-nitrobenzoate (0.20 g. 0 77 mM) and 0.1 
g of 3% sulfided platinum on carbon in 25 mL ethyl acetate for 24 hours at room temperature. The catalyst was 
io removed by filtration through celite. Concentration of the filtrate afforded 0 1 75 g (99%) of methyl 2-bromo-3-ami- 
nobenzoate as a yellow oil 'H NMR (CDCI 3 ) 5 7.15 (t, 1H,J=8Hz),71 (dd, 1H. J=1 and8 Hz), 68 (dd, 1H.J=1 
and 8 Hz), and 3.95 (s.3H) IR (CHCI 3 . cm 1 ) 3550. 3380. 2980, 2900. 1729. 1613. 1465. 1451. 1434. 1324.1266, 
and 1025 MS (FD) m/e 230. 232 



Elemental Analyses for C a H 8 N0 2 Br 


Calculated 
Found 


C. 41.77; H, 3 51. N, 6.09 
C. 42.01. H, 329. N, 6.00. 



20 c) 3-(3-Carbc<nethoxy-2^rcmoanilino)-5-(4-triftuoromethylphenyl-cyclohex-2-en-l-one 

A mixture of methyl 2-bromo-3-aminobenzoate (10.2 g, 44.3 mM) and 5-(4-trifluoromethylphenyl)-1.3-cy- 
clohexanedione (1 77 g, 6 93 mM) was heated at 150 °C under a stream of nitrogen for 20 minutes. The resultant 
solid was triturated with 4 1 EtOAc/EtgO to afford 2. 1 8 g (74%) of 3^3-Mrbomethoxy-2-brornoanilino)-5-(4-trifluor- 
omethylphenyl)-cyclohex-2-en-1 -one. 1 H NMR (DMSO-d6) 6 8.9 (a 1 H), 7 75-7.5 (m. 7H), 3.9 (s. 3H). 3.5 (m. 1 H), 

25 2.9 (dd J=14 and 9 Hz, 1H). 2.7 (dd, J=14 and 4 Hz. 1H), 2 55 (dd, J=14 and 9 Hz. IH). 2.35 (dd. J=14 and 4 Hz. 

1H) MS (ES) m/e 368. 370 

d) 5-Carbomethoxy-1 ,2-dihydro-2-(4-tnnuofomethy)phenyl)-9H-carbazol-4(3H)-one 

A suspension of 3^(3<arbcmethoxy-24jromoanilho)-5-(4-trifluoromethy lphenyl)-cyclohex-2-en- 1 -one (2. 1 8 g. 

30 4 66 mM) palladium acetate (0 10 g, 0 47 mM). tn-c-totylphosphine (0 28 g. 0 93 mM). and tnethytomine (0 8 ml, 

5 78 mM) m 12 mL acetonitnle was heated at reflux for 3 hours The solvent was removed in vacuo The residue 
was dissolved in methylene chloride, washed with 1 N HCI, then with saturated brine, dried over anhydrous sodium 
sulfate, filtered, and concentrated to afford 2.21 g. Purification by HPLC on silica gel (elution with gradient meth- 
ylene chloride/ethyl acetate) afforded 1 57 g (87%) of the 5-carbomethoxy-1 ,2-dihydro-2-(4-trifluoromelhylphenyl)- 

35 9H-carbazoM(3H)-one. ' H NMR (CDCt,) 8 9 2 (bs, 1 H). 7.6 (d. J=8 Hz, 2H). 7 45-7.35 (m, 5H), 7.25 (d. J=8 Hz. 

2H), 3 55 (m, 1 H). 3.2-30 (m. 2H). 2.7 (m, 2H). MS (ES) m/e 356.388. 

EXAMPLE 11 

40 Preparation of {9-[(phenyl)methyl]-5-<»mamoyl-2-(4-trifluorc<Tiethylphenyl)-carbazoM-yl)oxyacetic acid 
[0150] 



45 



SO 



55 




a) 9-{(r^enyl)methyq-5-carc<xnethoxy-2-(4-tnfluorome%lphenyl)-1.2-dihydrocart}azol-4(3H)-on 
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A suspension f 5<arbomethoxy-1.2Klihydfo-2-(4-trinuorom8lhylphenyl)-9HKart)a^ol-4(3H)-OTe (157 g. 
4 05 mM). benzyl bromide (0 49 ml. 4 13 mM). and potassium carbonat (1 12 g. 8 10 mM) in 20 mL DMF was 
stirred at room temperature for 22 hours The mixture was diluted with EtOAc and IN HCI The layers were separated 
and the aqueous extracted with EtOAc The combined EtOAc layers were extracted with 1 N HCI, water, then brine 
After drying (NaS0 4 ), evaporation in vacuo afforded 1 87g (96%) of the 9-{(phenyl)methyl]-5-carbomethoxy-2- 
(4-trifluoromothylphenyl)-1 2-dihydrocarbazol-4(3H)-one. 'H NMR (CDCI 3 ) R 76 (d. J=9 Hz. 2H). 7 45-7 25 (m, 
8H), 6.95 (m. 2H) 5 35 is. 2H). 4 05 (s 3H). 3 65 (m, 1H). 3 2 (dd. J=16 and 5 Hz 1H), 3 0 (dd J=16 and 10 Hz 
1H). 2.9 (m 2H) MS (ES) m/e 478 

b) 9^(Phenyl)methyl)-2-(4-tnfluoromathylph8nyl)^-hydroxy-5<arbornethoxy carbazole 

A solution of the 9-{<phenyl)methyl]-5-carbomethoxy-2-(4-tnfluoromethylphenyl-l 2-dihydrocarbazol-4(3H)- 
one (1 .67 g. 3 92 mM) and 2.3-dehloro-5.6-dicyano-1 ,4-benzoquinone (0 89 g. 3 92 mM) in 39 mL of toluene was 
refluxed for 25 minutes The mixture was purified by column chromatography on silica gel (elution with toluene) 
to afford 1 10 g (59%) of the 9-[(phenyl)methyl]-2-(4-trifluoromethylphenyl)-4-hydroxy-5-carbomelhoxy 
carbazole >H NMR (CDCI 3 ) 8 10 65 (s. 1H). 8.05 (d. J=8 Hz. 1H). 7 8 (m. 3H). 7 65 (m. 3H). 7 6 id, J=8 Hz 1H), 
7.45 (dd. J=8 and 3 Hz 1 H). 7 3-7 1 (m. 2H). 5 6 (s. 2H), 4 1 (s. 3H) MS (ES) m/e 444 476 

c) 9-|(Phenyl)methyl|-2-('4-trinuoromethylphenyl)-4-hydroxy-5-carbamoyl carbazole 

A solution of the 9-{(phenyl)memyl]-2-(4-trrfluoromemylphenyl)-44iydroxy-5<arbomethoxy carbazole (1 10 g. 
2 31 mM) in 35 ml THF and 140 mL concentrated aqueous ammonium hydroxide was sonicated for 6 hours at 
30-40 °C The precipitated solid was filtered and washed with water. Trituration with Et a O then with 2:1 E^Qr 
CH 2 CI 2 afforded 0 20g (19%) of the 9-{(phenyl)methyl|-2-i4-trinuoromethylphenyl)-4-hydroxy-5-carbamoyl 
carbazole 1 H NMR (DMSOd6) 6 1 0 8 (s. 1 H). 8.9 (bs. 1 H). 8.45 (bs, 1 H), 8 0 (d. J=8 Hz. 2H). 7 8 (d. J=3 Hz. 2H) 
7 6 (s. 1H), 7 5 (m. 2H). 7 3-7 1 (m 6H). 7 0 (s. 1H) 5.8 (s, 2H) MS (ES) m/e 444. 461 

d) (9- [(Phenyl) memylJ-2-(4-trmuoromethylp^enyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 

60% Sodium hydride in mineral oil (22 mg, 0.54 mM) was added to a solution of the 9-((phenyl)methyl]-2- 
(4-tnfluoromelhylphenyl)-4-hydroxy-5-carbamoyl carbazole (0.20 g, 0 43 mM) in 15 mL DMF and 3 ml THF After 
7 minutes, methyl bromoacetale (56 ul. 0 59 mM) was added and the resultant mixture stirred at room temperature 
for 1 hour The mixture was diluted with ethyl acetate, and washed with HgO The aqueous layer was extracted 
with ethyl acetate. The combined organc layers were extracted with saturated bnne, dned over sodium sulfate, 
filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with ethyl 
acetate) to afford 0.19 g (84%) of the {9-[(phenyl)methyl]-2-(4-trifluoromethylphenyl)-5-carbamoylcarbazol-4-ylJ 
oxyacete acid methyl ester iR NMR (DMSO-d6) 5 8.0 (d. J=8 Hz. 2H), 7 85 (d. J=8 Hz. 2H). 7 7 (s, 1 H). 7 6 (d. 
J=8 Hz, 1 H). 7 6 (bs, 1 H). 7 4 (dd. J=8 and 8 Hz, 1 H). 7 3-7 1 (m. 6H), 7. 1 |d. J=8 Hz. 1 H). 7 0 (s. 1 H) 5 8 (s, 2H) 
5 1 (s, 2H), 3 7 (s. 3H) MS (FD) m/e 516,533 



Elemental Analyses for Cy^zjr^^ 


Calculated 
Found 


C. 67.66. H. 4 36. N, 5.26. 
C. 68.38: H. 4 29 . N 5.67, 



e) (9-{(Phenyl)methyl)-2-(4-trifluoromethylphenyl)-5-carbamcylcarbazol-4-yl}oxyacetic acid 

A solution of the {94(p^enyl)methyl]-2-(4-trifluoromethylpheny^ acid, me- 

thyl ester (101 mg. 0. 1 9 mM) and 0 95 mL (1 9 mM) of 2 N NaOH in 9 5 mL of ethanol was stirred for X mmules 
at 25 °C. The reaction was acidified with IN HCI to pH =2. After stirring 30 minutes, the resultant white precipitate 
was collected by filtration, washed with water, then dried in vacuo to afford 73 mg (75%) |9-f(phenyl)methyl)-2- 
(4-trifluoromethylphenyl)-5-carbamoylcarbazol-4-yl)oxyacetic acid. 'H NMR (DMSO-d6) S 11.0 (bs. 1H), 8 0 (d. 
J=8 Hz. 2H). 785 (d, J=8 Hz. 2H). 7.8 (bs, 1H). 7.7 (s. 1H), 765 (d, J=8 Hz. 1H). 7.4 (m. 2H). 7 3-7 1 (m. 6H) 7 0 
(S, 1 H). 5 8 (s. 2H). 5.0 (s, 2H) MS (ES) m/e 502.51 9 



Elemental Analyses for C 29 H 21 F 3 N20 4 - 

Calculated | C. 67 17. H.4 09: N. 5 40. 
Found jC.6705. H.4.11: N, 5.31. 
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Example 12 

Preparation of 9-benzyl-5-(2-methanesulfoiiamido)ethyloxy-7-methoxy-1 .2 3 4-tetrahydrocarbazole-4-carboxarmde 

6 A. Preparation of 5-(2-ammo)ethyloxy-9-benzyl-7-methoxy-1 ,2,3.4-tetrahydrocarbazole-4-carboxamide 

[0161] To 1.93ml (1 93mmol) 1M lithium aluminum hydnde/THF in 13ml THF at 0°C was added H 2 S0 4 (53ul. 
0.97mmol) dropwise over 5 mm The mixture was allowed to stir at room temperature 1 hour, then a solution of 9-benzyl- 
7-methoxy-5-cyanomethyloxy-1 ,2,3,4-tetrahydrocarbazole-4-carboxamide (0 50g, 1 .29mmol) in 1 3ml THF was added 
io dropwise at a rate which kept the temperature below 26'C After an additional 45 minutes, the reaction was quenched 
with 0 5ml 1 • 1 THF/H a O. 0 75ml 1 3% NaOH. and finally BOul H z O The reaction was diluted with EtOAc and saturated 
NaHCOj, and the layers separated. The organic layer was extracted with brine, dried over sodium sulfate, and evap- 
orated m vacuo The residue was chromatographed on silica gel eluting with 9.1 0. 1 CH^CiyMeOH/NI-^OH to give the 
subtitled product (0 28g, 55%). MS (ES+) 394 

is 

B Preparation of 9-benzyl-5-(2-methanesulfonamido)ethyloxy-7-methoxy-1 2,3.4-tetrahydrocarbazole- 
4-carboxamide 

[0152] To 0 20g (0 51 mmd) of the producl from Part A in 10ml THF at 0°C was added triethylamine (71ul, 0.5lmmol) 
20 and methanesulfonylchbride (39ul, 0 51mmol) After 40 minutes at 0°C. the reaction was diluted with EtOAc and sat- 
urated NaHC0 3 , and the layers separated The organic layer was extracted with brine, dried over sodium sulfate, and 
evaporated in vacuo. The residue was chromatographed on silica gel eluting with 20.1 CHjClg/MeOH and crystallized 
from EtOAc/hexane to grve the titled product (0 1 3g, 54%) MS (ES+) 472 



Elemental Analyses for C2 4 H 29 N 3 0 5 S 


Calculated 
Found 


C 61.13. H6 20: N8 91 
C 61.04. H6 16. N9 21 



30 Example 13 

Preparation of 9-benzyM-(2-methanesulfonamido)ethy<oxy-2-methK>xycart]azc4e-5-carboxamide 
A Preparation oi 4-(2-amino)ethyloxy-9-benzyl-2-methoxycarbazole-5-carboxamide 

as 

[0153] To 1 25ml (1 25mmol) 1 M lithium aluminum hydnde/THF in 8 3ml THF at 0°C was added H2S0 4 (34 5ul. 
0.63mmo!) dropwise over 5 min. The mixture was allowed to stir at room temperature 1 hour, then a suspension of 
9-benzyl-4-cyanomemyloxy-2-melhoxycarbazole-5-carboxamide (0 32g, 0.33mmol) in B.3ml THF was added dropwise 
at a rate which kept the temperature below 26°C After an additional 45 minutes, the reaction was quenched with 
M 0.32ml 11 THF/H 2 0, 0.46ml 13% NaOH, and finally 51uI HjO The reaction was diluted with EtOAc and saturated 
NaHC0 3 , and the layers separated. The organic layer was extracted with brine, dried over sodium sulfate, and evap- 
orated /n vacuo The residue was chromatographed on silica gel elutng with 9 i 0 1 CHjClj/MeOH/N^OH to give the 
subtitled product (148mg, 46%) MS (ES+) 390 

45 B. Preparation of 9-benzyU-(2-methanesulfonamido)elhytoxy-2-methoxy(»rbazole-5-carboxamide 

[0154] To 107mg (0.27mmol) of the product from Part A m llml THF at O^C was added triethylamine (38u.l.0.27mmol) 
and methanesutfonylchtoride (21u.l, 0 27mmol) After 40 minutes at 0»C, the reaction was diluted with EtOAc and sat- 
urated NaHC0 3 , and the layers separated. The organic layer was extracted with brine, dried over sodium sulfate, and 
so evaporated in vacuo. The residue was chromatographed on silica gel eluting with 1 0:1 C^Ciyacetone and crystallized 
from EtOAc/hexane to grve the titled product (28.6mg. 22%). MS (ES+) 468 



Elemental Analyses for C^H^f^OsS: 

Calculated j C 61 66, H5.39; N899 
Found | C61 52. H5 31; N8 81 



BNGOOCO: «£P_<X«1«8A4J_> 
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Example 14 

Preparation of 9*en2yM-(2-tr(fluoromethanesulfonamido)ethytoxy-2-methoxycarbazde-S<arboxamide 

S [01SS] To 31 .2mg (0 08mmol) of the product from Example 1 3. Part A in 3.2ml THF at 0°C was added triethybmine 
(11 1 ul, 0 03mmol) and trrfluoromethanesulfonylchloride (8 5u.l, 0.08mmol). After 40 mm at 0°C the reaction was diluted 
EtOAc and saturated NaHC0 3 , and the layers separated The organic layer was extracted with brme. dried over sodium 
sulfate, and evaporated in vacuo The residue was chromatographed on silica gel eluting with a CI-^CIj/EtOAc gradient 
and tnturated with ether to give the titled product (19 3mg. 46%). MS (ES+) 522 

to 



Elemental Analyses for ^H^F^C^S 


Calculated 
Found 


C5527. H425. N806 
C5511. H4 40. N7 99 



15 

Example 1 5 

Preparation of 9-benzyl-5-methanesulfonamidoylmelhyloxy-7-melhoxy-1.2 3.4-tetrahydrocarbazole-4-carboxamide 

so [0156] To 51 mg (0 1 25mmol) of (9-benzyl-4-carbamoyl-7-methoxy-1 2.3 4-tetrahydrocarba2ol-5-yl)oxyacetic acid in 
25ml THF was added carbonyldnmidazole (20 2mg, 0.125mmol) The reaction was refluxed for 21 hours, then allowed 
to cool to room temperature To this was added a mixture of methanesulfonamide (11 .9mg. 0 1 25mmol) and diazabi- 
cycloundecene (18 7ul, 0.l25mmol) in 2 5ml THF After 3.5 hours, the reaction was diluted with EtOAc and extracted 
with 1 0% NaHS0 3 . saturated NaHCOj, 1 0% NaHS0 3 , and brine, respectively The organic layer was dried with sodium 

25 sulfate and evaporated in vacuo The residue was chromatographed on silica gel eluting with a Ct-^CIj/EtOH gradient 
to give the titled product (6mg. 10%) 



High Resolution MS for C 24 H 27 N 3 0 6 S 


Calculated 

Found 
I 


485 1621 
485.1625 



Example 16 

3S Preparation of 9^enzyM-methanesulfonamidcylmethytoxy<arbazole-5-carboxamide 

[0157] To 48mg (0 1 3mmol) of (9-benzyl-5<arbamoyl-carbazol-4-yl)oxyacetic acid tn 26ml THF was added carbo- 
nyldiimidazole (21 mg. 0 1 3mmol) The reaction was refluxed for 25 hours, then allowed to cool to room temperature . 
To this was added a mixture of methanesulfonamide (12mg. 0 13mmol) and diazabicycloundecene (19uI 0 13mmol) 
40 in 2 6ml THF After 3 hours, the reaction was diluted with EtOAc and extracted with 10% NaHS0 3 , then brine The 
organic layer was dried with sodium sulfate and evaporated in vacuo The residue was chromatographed on silica gel 
eluling with a CHjClg/EtOH gradient to give impure product. Extraction from EtOAc into saturated NaHOO, and rea- 
cidification gave the tilled product (3.9mg. 6.7%) 



45 


High Resolution MS for CjjH^NgOsS 




Calculated 


452 1260 




Found 


452.1284 



SO 



55 



SNSDOCtD: <£P_08S214»«JL> 
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Example 1 7 

[5-carbamoyl-2-pentyl-9-(phenylmethyl)cart)azol-4-ylJoxyacetic acid 
S [0168] 



w 



IS 



20 




A Preparation ol a mixture of 5-pentylcyclohexa-1 .3-dione and its enol isomer 
[0159] 



25 



30 



3S 



40 



45 



SO 



ss 




[0160] Sodium hydroxide (1 98 g, 49 5 mmol) was added to a stirred suspension ol olivetol (7.20 g. 39 9 mmol) in 
THF (20 mLJ/H^ (20 mL) at ambient temperature under nitrogen atmosphere. The solution was stirred until it became 
a clear solution. Stir bar was removed before 5% Rh/AljOa (500 mg) was added to the solution. The mixture was then 
subject to hydrogenation condition under a 60 pounds per square inch hydrogen atmosphere in a Parr shaker for 17 
hourB. After filtration through celite, the filtrate was cooled to 0 "C, then treated with 5 N HCI (10.9 mL) The mixture 
was evaporated in vacuo at 40 °C and the residue was chromatographed on silica (gradient 40-100% ethyl acetate in 
hexane. then 0-15% methanol in ethyl acetate) to give sub-titled compound (4.80 g. 66%) as a white solid mixture ol 
keto/enol isomers « a 3 2 ratio mp 68 5-69 5 "C. IR (KBr) 3200-2400 (br). 1 610. 1542 cm"i. NMR (CDCI 3 ) 6 0 88 
(br t, J= 6 6 Hz. 3H. -CHj). 3 38 (s. 2H. -CrV of keto isomer). 4 13 (s. 1 H. =CH- of enol isomer). 8 90 (br s. 1 H. -OH). 
ESIMSm/e 183(M»+1): 



Elemental Analyses for C t1 H 13 0 2 
— 



Calculated ! C. 72 49. H 9 95 
Found | C, 72 72. H 9 95 



B. Preparation ol a mixture of 5-(hydroxymethyl)clohexa-1 3-dione and its enol isomer 



[0161] 



0 0 
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Following the experimental procedur as described in part A, above synthesis f subtitled compound was obtained in 
a 75% yield IR (KBr) 3547. 3453 (br). 1633 1530 cm '- 'H NMR (DMSO-d 6 ) 8 1 90-2 30 (m 5H). 3 30 (br s. 2H 
-CH 2 0-). 461 (brs. 1H -OH). 5.13 (s 1H). 10 94(s. 1H. -OH). ESIMS m/e 143(M»*1). 



Elemental Analyses for C 7 H l0 O 3 


Calculated 
Found 


C. 5914. H 7 09 
C 59 44. H. 7 08 



io C Preparation ol 3-(2-bromo-3-carbomelhoxyanilmo)-5-pentylcyclohex-2-en-1-one 
[0162] 




[01 63] A stirred mixture of methyl-3-ammo-2-bromobenzoate prepared as described in Preparation 4 (5 1 2 g. 22 3 
25 mmol) and the compound ol Part A (4 06 g 22 3 mmol) was heated in an oil bath ai 150 "C foi 1 4 hours under a 
positive nitrogen pressure to continuously remove the water vapor At ambient temperature, the mixture was chroma- 
tographed on silica (gradient 30-100% ethyl acetate in hexane) to provide subtitled compound (6 06 g. 69%) as a white 
solid mp 1320-1340°C IR (KBr) 3220 (br). 1726 1580cm- 1 'H NMR (CDCI 3 ) S 0 90 ibr t. J= 6 6 Hz 3H. -CH 3 ) 
1 25-1 45 (m, 8H). 2 05-2 27 (m. 2H). 2 35-2 57 (m. 3H) 3 94 (s 3H -OCH3). 5 57 (s 1 H. =CH ). 6 44 (br s 1 H. -NH). 
ao 735(t J = 68Hz 1H), 7 53 (d. J= 6 8 Hz, 2H), ESIMS m/e 394 (Mm re Br). 396(M* 1 1. 8iBr) 

D Preparation of 5-carbomethoxy-1.2-dihydro-2-pentyl-9H-carbazol-4(3H)-one 
[0164] 

35 



40 




H 



•15 

[0165] Tnethylamme (2 09 mL. 15 0 mmol) was added to a stirred suspension of the compound of pari C above 
(3 94 g, 10 0 mmol), Pd(OAC)2 (338 mg, 1 50 mmol). and tri-o-tolylphosphine (914 mg. 3 00 mmol) in acetonitrile (40 
mL) at ambient temperature under nitrogen atmosphere The resultant mixture was then heated in an oil bath at 85 °C 
for 1 h The mixture was evaporated in vacuo at 35 °C and the residue was chromatographed on silica (gradient 
so 20-100% ethyl acetate tn hexane) to give subtitled compound (2 45 g. 78%) as a white sold mp 116 0-117 5 "C IR 
(KBr) 3379 (br). 3180 (Br), 1725. 1627 cm\ 'HNMR (COCI 3 ) 5 0 89 (br t, J= 6 6 Hz. 3H -CH 3 ) 1 20-1 47 (m, 8H). 
2 20-2 32 (m 2H). 2 50-2 67 (m, 2H), 2 92-3 05 (m. 1H), 4 02 (s 3H.-OCH 3 ). 7 18-7 26 (m 1H) 7 35-7 43 (m 2H). 
9 20-9 42(brs. 1H. -NH). ESIMS m/a 314 (M*+1). 



Elemental Analyses for C 19 H 23 N0 3 

Calculated | C. 7282 H.7.40 N 4 47 
Found | C. 72 59. H. 7 43: N. 4 51 



BNSDOCID: <£P 09X21 *8A2_I_> 



119 



EP 0 952 149 A2 

E. Preparation ol 5-carbcmethoxy-i ,2-dihydrc^2-pentyl-9-(phenylmelhyl)carbazol-4(3H)-one 
[0166] 




[0167] Benzylbromide (1 25 mL 105 mmol) was added to a stirred suspension of the compound of example 17D 
(3.00 g 9 57 mmol) and potassium carbonate (1 98 g, 14 4 mmol) m anhydrous DMF (30 mL) under nitrogen atmos- 
phere. The resultant mixture was stirred for 5 hours The mixture was evaporated in vacuo at 40 °C and the residue 
was chromatographed on silica (gradient 1 0-60% ethyl acetate in hexane) to give subtitled compound (3 28 g, 85%) 
as a white solid mp 119 0-120 5 "C. IR (KBr) 1723. 1650 cm '. 'H NMR (CDCI 3 ) 6 0 87 (br t. J = 6.6 Hz 3H. -CHj). 
1.23-1 52 (m. 8H), 2 25-2 40 (m. 2H). 2.47-2 57 (m, 1H). 2.69 (d. J=12 3 Hz. 1H). 2.99 (dd, J= 16 6. 3.6 Hz 1 H), 4 05 
(s. 3H.-OCH3). 5 36 (s. 2H), 6.93-7.02 (m. 2H). 7 20-7 40 (m 6H) ESIMS m/e 404 (M*+1 ). 

F. Preparation of 5-carbomethoxy-4-hydroxy-2-pentyl-9-(phenylmethyl)carbazole 

[0168] 




(a) from DDQ oxidation: DDQ (563 mg. 2 48 mmol) was added to a stirred suspension of the compound of part E. 
above (1.00 g, 2 48 mmol) in anhydrous toluene (30 mL) under nitrogen atmosphere. The resultant mixture was 
heated to reflux for 25 mm At ambient temperature, the mixture was subject to chromatographic purification on 
silica (gradient 0-30% ethyl acetate in toluene) to give subtitled compound (290 mg. 29%) as a yellow solid (310 
mg, 31%). 

(b) from benzenesulfinate elimination. Sodium hydride (60% tn oil. 192 mg. 4 80 mmol) was added to a stirred 
solution of the compound of part E. above (807 mg. 2 00 mmol) and methyl benzenesulfinate (375 mg. 2 40 mmol) 
in anhydrous 1 ,4-dioxane (10 mL) under nitrogen atmosphere The mixture was heated m an oil bath al 50 °C for 
2h 15 min. After dilution with additional 15 mL 1 ,4-dioxane, the mixture was treated with acetic acid (0.343 mL 
6.00 mmol) and the resultant suspension was heated to reflux for 40 mm The mixture was evaporated in vacuo 
and the residue was chromatographed on silica (gradient 0-5% ethyl acetate in toluene) to afford subtitled compund 
(690 mg, 86%) as a yellow solid, mp 130.0-132.0 "C: IR (KBr) 3200 (br). 1686 cm-'. 'H NMR (CDCI 3 ) 8 0.87 (br 
t. J= 66 Hz, 3H, -CH 3 ). 1 25-1.38 (m. 4H). 1.60-1.75 (m. 2H), 2 69 (t. J= 7 7 Hz, 2H). 4.10 (s, 3H, -OCH 3 ), 5 52 
(s. 2H), 6 71 (s. 1H). 6 76(s. 1H). 7.09-7.11 (m, 2H). 7 20-7 30 (m. 3H) 7 37 (t, J=8 0Hz, 1H), 7.55 (d. J = 80 
Hz, 1H). 7 97 (d. J= 8.0 Hz. 1H). 10 43 (s. 1H, -OH). ESIMS m/eWZ (M**1). 
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Elemental Analyses for C 26 H 27 NO 3 '0 2(C 7 H 8 ) 


Calculated 
Found 


C 78 37: H. 6 B6 N. 3 34 
C. 78 48. H, 6 68. N. 3.53 



G Preparation ol 5-carbamoyl-4-hydroxy-2-pentyl-9-(phenylmethyl)carbazole 



is 



20 




[01 70] Ammonia was bubbled through a stirred suspension of the compund of part F above (590 mg. 1 .47 mmol) in 
ammonia water (50 mL)/THF ( 1 0 mL) at -25 °C for 5 minutes in a pressure bottle The bottle was screw-capped before 
the mixture was allowed to stir at ambient temperature for 3 days After cooling to -25 °C, the screw cap was removed 
and the mixture was allowed to stir at ambient temperature for 1 0 minutes After concentration, the residue was subject 
to chromatographic purification on silica (gradient 0-40% telrahydrofuran in toluene) to recover the compound of part 
F (160 mg. 27%} and obtain the desired subtitled product (397 mg. 70%) as a yellowish solid IR (KBr) 3437. 3200 
(br). 1633. 1601 cm-'. 'HNMR(CDCI 3 ) 50.86 (brt. J = 6 6Hz. 3H. -CH 3 ). 1 22-1 38 (m 4H) 1 60-1 75 (m. 2H). 2 69 
(t..fc77Hz 2H). 5 52 (s. 2H). 6 16 (s 1H. -NH). 6 53 (s. 1H. -NH). 6.72 (s. 1H), 6 76 (s. 1H) 7 07-7.11 (m. 2H) 
7 23-7 30 (m. 3H).7.35(t. J= 7 7 Hz 1H).743(d J=77Hz 1H). 7 48 (d J=7 7Hz. 1H) 9 80 (s. 1H. -OH). ESIMS 
m/©387 (W+1). 



Elemental Analyses for C 2S H 26 N 2 02 


Calculated 
Found 


C. 77 69: H. 6 78: N, 7 25 
C 77 69. H 6 63: N 7 15. 



H Preparation ot [5-carbamoyl-2-pentyl-9-(phanylm9thyl)caroazol-4-y1]oxyacelic acid, methyl ester 
[0171] 




ss 



[0172] Methyl bromoacetate (48 0 mg. 0.314 mm I) was added to a stirred suspension of the compound of example 
1 7G. above (1 1 0 mg. 0 285 mmol) and c sium carbonate (186 mg. 0.570 mmol) in anhydrous DMF (2 mL) at ambient 
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10 



temp rature under nitrogen atmosphere Th resultant mixtur was stirred for 1 hour Atler concentration in vacuo at 
40 °C. the residue was chromatographed on silica (gradient 1 0-60% tetrahydroluran in toluene) to give subtitled product 
(115 mg. 88%) as a white solid mp 1 95 0-1 96 0 °C: IR (KBr) 3365 (br), 3157 (br). 1758. 1640crrr'. 'H NMR (CDCI 3 ) 
S 0.87 (br t J= 6.6 Hz. 3H. -CH 3 ). 1 22-1 35 (m. 4H). 1 58-t 70 (m. 2H). 2 69 (t. J= 7 6 Hz, 2H). 3 84 (s. 3H. -OCH 3 ). 
4 89 (s, 2H. -OCH 2 -). 5 50 (s, 2H, -NCH 2 ). 5 95 (br s, 1 H, -NH), 6 08 (br s, 1 H. -NH). 6 41 (s. 1 H). 6 85 (s. 1 H) 7.07-7 H 
(m. 2H), 7.23-7.40 (m. 6H); ESIMS /We 459 (W+1): 



Elemental Analyses for C^H^N^ 


Calculated 
Found 


C, 73 34. H 6.59: N.611 
C.73 56. H.6 43: N.6 25 



I Preparation of [5-carbamoyl-2-pentyl-9-(phenylmethyl)carbazol-4-yl)oxyacetic acid 
is [0173] 



0<s^NH, 



20 



25 




oo [0174] Lithium hydroxide (417 N, 66 3 mL, 0 360 mmol) was added to a stirred suspension of the compound of 
Example 17H, above (110 mg, 0 240 mmol) in THF (2 mLyCHjOH (0.3 mL)/H 2 0 (0 3 mL) The resultant mixture was 
stirred in an oil bath at 55 °C for 30 minutes to form a white suspension. Five milliliter of THF was added to the sus- 
pension before it was treated with 5 N HCI (96 0 mL, 0 480 mmol) to become a clear solution After concentration, the 
white solid was resuspended in THF (0 S mLVHgO (5 mL). sonicated, filtered and dried to give the subtitled compound 

35 (106 mg, 99%) as a white solid IR (KBr) 3458 (br), 3500-3100 (br), 1656, 1620 cmr' 'H NMR (DMSO-cy 8 0 80 (br 
t. J= 6 6 Hz HH. -CH 3 ). 1.18-1 30 (m. 4H). 1 50-1.62 (m. 2H). 2 61 (br t. J = 7 3 Hz. 2H). 4 55 (s. 2H. -OCIV). 5 60 
(s. 2H. -NCH 2 -), 6.40 (s. 1H) 6.95-7 32 (m. 9H). 7.51 (d. J=8.0 Hz, 1H). 7 70 (br s. 1H, -NH): ESIMS m/e445 (M*+1) 

Example 18 

40 

[5-carbamoyl-2-(1 -methylethyl)-9-(phenylmethyl)carbazo!-4-yl]oxyacetic acid 
[0175] 



50 



55 
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A. Preparation ol 3-(2-bromo-3<art)omelhoxyanilino)-5^(1^emyl)elhylJcyclohex-2-en-1-one 
[0176] 



w 




is 



20 



[0177J Prepared in 70% yield by the method of Example 17 part C. mp 129.0-1 30 0 °C: 'H NMR (CDCI 3 ) 8 0 98 (t. 
J=5 5 Hz 6H). 1 66 (m. 1H), 2 X (m. 1 H), 2.14 (t. J= 14.8 Hz. 1H). 2 46 (m, 3H). 4 00 (s 3H), 5.57 |S, 1H). 6 40 (br 
s. 1H). 7 35 (t J= 7 9 Hz 1H) 7 35 (d. J= 7 8 Hz, 2H); ESIMS m/e 366 (MN-1. 79Br). 368 (M*+1. si Br) 

B Preparation of 5-carbomethoxy-1 ,2-dihydro-2-(1 -metnylelhyl)-9H-carbazol-4(3H)-one 
[0178] 



25 



00 




[0179] Prepared in 65% yield by the procedure of Example 17D. mp 175.0-177.0 'C; 'H NMR (CDC^) & 0 95 (t, 
J=6.7 Hz. 6H). 1 62 <m, 1H). 2.05 (m. 1H), 2 27 <dd. J= 16.1 12.6 Hz. 1H). 2.60 (m. 2H). 2.89 (dd. JM6.4. 4.3 Hz. 1H>, 
3S 4 02 (s. 3H). 7 23 (m. 1H). 7 36 (m. 2H) 9 28 (br s. IH); ESIMS m/e 286 (W+1). 



40 



45 



50 



55 



Elemental Analyses for C 17 H 19 N0 3 : 



Calculated C.71.56: 



Found 



| C, 71.43: 



H.6.71: 
H. 6 62: 



N.4.91. 
N, 4.74. 



C Preparation of 5-carbomethoxy-1 ,2-dihydro-2-(1 -melhylethyl)-9-(phenylmetrtyl)carbazol-4(3H)-one 
[0180] 




[0181] Prepared in 37% yield by the method of Example 17E. mp: 155.0-156.0 °C; 1 H NMR (CDCy 8 1.28 (d, Jb 
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6 0 Hz. 6H). 3.00 (m. 1H). 4 10 (S. 3H), 5 23 (S. 2H). 6 78 (d. Jb 9.5 Hz, 2H). 7 1 1 (m 2H) 7 29 (m. 3H). 7 37 (I. Jb 

7 9 Hz. 1H) 7 54 (d, J= 7 9 Hz. 1H), 7 98 (d. J= 7 9 Hz. 1H). 10 46(s 1H). ESIMSm/e374(M'+1) 



Elemental Analyses for C24H23NO3 


Calculated 
Found 


C.77 19: H.6 21. N. 3 75 
C 76 96; H.6.33. N.3 77 



D Preparation ot 5-carbomethoxy^-hydroxy-2-(1-melhylethyl)-9-(phenylmethyl)cart3azole 

10 

[0182] 



is 



20 




25 [0183] DDQ (1 15 g, 5.07 mmol) was added to a stirred suspension of the compound of Example 18C (1 .90 g, 5 07 
mmol) m anhydrous toluene (30 mL) under argon atmosphere. The resultant mixture was heated under reflux for 25 
mm. After cooling to room temperature, the mixture was subjected to chromatography on silca gel eluting with a gradient 
of hexanes/toluene(1 1) to toluene/EtOAc (97:3). The desired product was obtained a mixture with the corresponding 
isopropylidene compound. The mixture was dissolved in EtOAc (30 mL) under nitrogen atmosphere, and 0. 1 g of PtOa 

30 wa6 added. The mixture was 6tirred at room temperature under hydrogen at balloon pressure for 25 mm Filtration 
through celite. followed by recrystallization from EtjO/hexanes gave the subtitled compound as a pale yellow crystalline 
solid (0 705 g; 37% yield), mp: 155 0-156 0 'C. 'H NMR (CDCI 3 ) 8 1 28 (d, J= 80 Hz. 6H). 3 00 (m. 1H). 4.10 (s. 3H). 
523 (s. 2H). 6.78 (d, Jb 9.5 Hz. 2H), 7 11 (m, 2H), 7.28 (m. 3H). 7 37 (t, Jb 7 9 Hz. 1H). 7 54 (d Jb 80 Hz. 1H). 7 98 
(d. Jb 7 9 Hz. 1H), 10 46 (s. 1H)- ESIMS m/e374 (M++1): 

35 



Elemental Analyses for C 24 H 23 N0 3 


Calculated 
Found 


C. 77.19. H.6 21: N, 3.75 
C. 76.96. H. 6 33: N, 3.77 



40 

E Preparation of 5-caibamcyl-4-hydroxy-2-(1-memylemyl)-9-(phenylmethyl)carbazole 
[0184] 




[01 86] Prepared in 50% yield by the procedure of example 17G mp 216 0-218 0 'C 'H NMR (CDCI 3 ) 8 1.29 (d. J 
= 6 9, 6H). 3.00 (m. 1 H). 5.53(s, 2H). 6.16 (br s, 1 H). 6.52 (br s. 1H). 6.78 (d. Jb 8.6 Hz, 2H). 7.11 (m. 2H). 7 28 (m. 
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3H). 7 32 (m. 1H) 7 4 (m. 2H). 9.8 (br s. 1H) ESIMS nVe359 3 (M*+1). 

Elemental Analyses for C^H^f^Oj 

s Calculated | C. 77 07: H, 6 19. N. 7 82 

Found j C. 77.10; H.6 3S: N 7 74 

F. Preparation of |5K»rbamoyl-2-(1-melhylethyl)-9-(phenylmethyl)carba2oM-yl]oxyacetic acid, methyl ester 
to [0186] 



rs 



20 




[0187] Prepared by the procedure of example 17H in 54% yield, mp 189 0-1 91 0 °C. »H NMR (CDCI 3 ) 8 1 27 (d. J 
25 =69 Hz. 6H), 2 98 (m. 1H). 3.84 (s. 3H). 4 90 (s. 2H), 5 51 (s. 2H), 58-62 fm. 2H). 6.47 (s. 1H). 6.90 (s. 1H) 7 11 (m 
2H). 7 2-7 4 (m. 6H). ESIMS m/e 431 (M*+1). 



Elemental Analyses for C^H^NjCv 


Calculated 
Found 


C. 72.54; H.6 09. N.6 51 
C. 72 58: H, 6 24: N. 6.43 



G Preparation of (5-carbamoyl-2-(1 -methylelhyl)-9-(phenylmethyl)cart)azol-4-ylJo)iyacetic acid 
as [0188] 



40 



45 




SO [0189] Prepared by the procedure of example Example 171 m 82% yield. 'H NMR (CDCy 6 1 20 (d. J= 6.7. 6H). 
2 94 (m 1 H). 4 79 (s, 2H). 5 63 (s. 2H), 8 49(s. 1 H), 7 00-7.40 (m, 9H). 7.51 (m. 1 H). 7 70 (br s. 1 H). 1 2 94 (br s 1 H) 
ESIMS m/e 41 7 |M*+ 1 ). 



Elemental Analyses for C^H^NjCV 


Calculated 
Found 


C. 72.10; H,5.81. N.6.7a 
C.7211: H. 5.62: N.6.49. 
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Example 19 

[5<arbarr»yl-9-(phenylmethyl)-24(tri(-l^ethylethyl)silyl)oxymelhylJcarba2ol-4-yl]oxyaceticacid 
s [0190] 



to 



IS 




A Preparation ol 3-(2-bromo-3<arbometho)<yanilino)-5-(hydroxyrnethyl)cyclohe)(-2-8n-1-one 
[0191] 



25 



30 




[0192] Following Ihe experimental procedure 83 described in the synthesis ol Example 1 7 part C subtitled compound 
was obtained as a white solid in a 68% yield IR (KBr) 3407 (br), 3364 (br). 3222 (or). 1738. 1600. 1566 cmri. 1HNMR 
35 (DMSO-dg) 8 1.94 (dd. J= 16 5 12 5 Hz. 1H). 2 02-2.15 (m. 2H), 2.32 (dd. J= 16.5, 9 9 Hz. 1H). 2 50-2.58 (m, 1H). 
3 27-3 42 (m 2H). 3 83 (s. 3H. -OCH 3 ). 4 55 (s. 1 H, =CH-), 4.64 (t. J= 5 1 Hz. 1 H. -OH), 7 42-7 5e (m. 3H). 8 76 (S, 
1H. -NH). ESIMS m/e354 (M*+1. ™Br), 356(M + +1, 81 Br): 



Elemental Analyses for C 1s H 16 BrN0 4 : 

Calculated ] C. 50 87. H. 4.55. N. 3 95 
Found | C, 51 07: H. 4.60. N. 3 93 



B Preparation ol 5-carbomethoxy-1 ,2-dJhydro-2-(hydroxymethyl)-9H-carbazol-4(3H)-one 
[0193] 



50 



55 




H 



[0194] Following the xperimental procedure as described in the synthesis f Example 17D. subtitled compound 
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was obtained as a whil solid in a 66% yield IR (KBr) 3350 (br) 1720 1624 cm" 1 'H NMR (CDCI 3 ) 8 1 92-2 20 (m. 
2H). 2 33 (dd. J = 16 0. 3 0 Hz. 1H). 2 44 (dd. J= 16 8, 9 9 Hz, 1H), 2 67 (dd, J= 16 8. 4 0 Hz. 1H). 3 33-348 (m. 2H), 
4 05 (s. 3H -OCH3) 7 20-7 26 (m. 1H). 7 33 (d, J= 7 3 Hz 1H). 7 43 (d, J= 7 9 Hz, 1H). 10 25 (s. 1 H. -NH). ESIMS 
m/e274 (M»+1) 



Elemental Analyses for C 1S H I5 N0 4 

Calculated I C. 65.93: H, 5 53: N, 5 13 

Found | C. 65 68: H.5.78. N. 5 08 

' 

10 

C Preparation of 5-carbomethoxy-1.2-dihydro-2-(hydroxymethyl)-9-(phenylmethyl)carbazol-4(3H)-one 
[0195] 



20 



25 




[0196] Following the experimental procedure as descnbed in the synthesis of Example 17E. the subtitled compound 
was obtained as a white solid in a 88% yield IR (KBr) 3366 (br). 1728. 1632 crrr 1 . 'H NMR (CDCI3) S 1 98 (s. 1H. 
-OH) 230-262 tm 3H).272(dd J= 168, 9.7 Hz. 1H), 306 (dd J = 17 0, 3.6 Hz. 1H). 358-3.75 (m. 2H). 404 (s. 
30 3H, -OCH 3 |. 5 25-5 40 (m. 2H. -NCH 2 -). 6 98-7.05 (m. 2H). 7.20-7 40 (m. 6H): ESIMS m/e 364 (Mm) 

D Preparation of [5-carbamoyl-9-(phenylmethyl)-2-[(tri(-1 -methylethyl)silyl)oxymethyl)carbazol-4-ylloxyacetic acid 
methyl ester 

35 [0197] 




so [0198] etrabutylammonium fluoride (1 N in THF 0 626 mL) was added to a stirred solution of the compound of Ex- 
ample 23D (300 mg. 0 522 mmolj m THF (5 mL) The mixture was stirred at ambient temperature for 1 hour. After 
conentratton in vacuo at 35 "C the residue was subject to chromatographic purification (gradient 50-100% tetrahydro- 
furan in toluene, then 5% methanol in tetrahydrofuran) to give subtitled compound (122 mg, 56%) as a white solid IR 
(KBr) 3380 (br). 3205 (br). 1733. 1641. 1628 crrr'. 'H NMR (DMSO-dg) 8 3.69 (s. 3H, -OCH 3 ). 4 55 (s. 2H. -OCHj). 

SS 4 86 (s 2H.-OCH 2 ). 5 22 (br s. 1 H. -OH). 5.62 (s. 2H, -NCH 2 -). 6 53 (s. 1 H), 7.00-7 25 (m, 8H). 7 32 (br t. J= 7 7 Hz. 
1H). 7.50 (brd. J=7 7Hz. 1H), 753 (bi d, J= 7 7 Hz. 1H) ESIMS m/e 419 (M*+1). 
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Elemental Analyses tor C^H^N^g 

Calculated j C. 68 89. H, 5.30: N. 6 69. 
Found I C, 68.80. H, 5.17. N. 6.72 

E Preparation of (5-cartamoyl-9-(phenylmethyl)-2-{(tri(-l-rrathy^ acid 
[0199] 



is 



20 




[0200] Following the experimental procedure as described in the synthesis of Example 1 71 , subtitiled compound vies 
obtained as a white solid in a 99% yield. IR (KBr) 3427, 3331 (br). 1732. 1682, 1638 crrr'. 'HNMR (DMSO-fly d 4 55 
2S (d. J= 4 6 Hz. 2H, -OCHjOH), 4.78 (s, 2H. -OCH 2 -). 5 25 (br t. ^4.6 Hz. 1H. -OH). 5.62 (s, 2H. -NCH 2 -). 6.57 (s 1H). 
7.00-7,25 (m 7H), 7.33 (br t. J= 7.8 Hz. 1H). 7.39 (s. 1H. -NH), 7 55 (d. J= 7.3 Hz. 1H). 7 72 (s. 1H. -NH). 1293 Is. 
1H. -COjH). ESIMS We 405 (W+1): 



Elemental Analyses for C 2 3H2 0 N 2 O 5 «0.3H 2 O 


Calculated 
Found 


C, 67.41. H.5 07; N.6 84 
C.6734. H.513: N.698 



Example 20 

3S 

Preparation of [5-carbamoyl-2-phenyl-9-(phenyhiethyl)carbazol-4-yl]oxyacetic acid 
[0201] 



45 



SO 
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A Preparation ol 3-(2-bromo-3-cartxxnethoxyanilino)-5-phenylcycloh x-2-en-1-one 
[0202] 



10 




[0203] Prepared m 61% yield by the method of Example 17. part A. IR (KBr) 3180 (br) 1734, 1 592 cm 1 . 'H NMR 
(CDCI 3 ) 8 2 64-2 71 (m. 2H) 2.84 (dd. J = 11 7 16 2 Hz. 1H), 3 45-3 49 (m. 1 H). 3 95 (s. 3H) 5 67 (s. 1H). 6 29 (br s. 
1 H). 7 29-7 40 (m 6H). 7 54-7 59 (m. 2H). ESIMS trie 400 (M*+1 . 79 Br ). 402 (W+1 . *i Br). 



Elemental Analyses for C^H^BrNOs 
Calculated ) C. 60 01. H, 4 53: N, 3.50 
Found | C, 60.23: H. 4 80. N. 3.47 

B. Preparation of 5-carbomethoxy-l 2-dihydro-2-phenyl-9H-carbazol-4(3H)-one 
[0204] 



oo 



35 




[0205] Prepared by the method of Example 17D in 70% yield. IR (KBr) 3180, 1736 1628 cm 1 : >H NMR (CDCI 3 ) 6 
2.70 (d J = 4 Hz. 1H) 2 72 (s. 1H). 2.97-303 (m 2H). 4 03 (s. 3H) 7.18-7 39 (m, 8H). 9 52 (br s. 1H) ESIMS m/e 
■to 320 (M*+1) 

C. Preparation of 5-carrx>metrraxy-1.2-dhydro-2-phenyl-9-(^ 
[0206] 



so 



55 




[0207] Prepared in 85% yield by ihe method of Example 17E IR (KBr) 1723, 1652 cnr 1 : ESIMS mfe4l0 (M*+1) 



BN6D0CID: <EP__pSS21 ««_)_> 
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D Preparation 
[0208] 



EP 0 952 149 A2 

I 5-carbomethoxy-4-hydroxy-2-phenyl-9-(phenylrnathyl)carbazole 



10 



15 




[0209] Prepared in 50% yield by the method (a) of Example 17F IR (KBr) 3326. 1711 cm ': 'H NMR (CDCI 3 ) 84 10 
(s, 3H), 5.52 (s, 2H). 7 08-7 10 (m. 4H). 7.24-7 56 (m, 7H). 7 38 (d. J= 8.1 Hz, 1H). 7 55 (d. J= 8.0 Hz. 2H), 7 97 (d, 
J= 8.1 Hz, 1H) 10 43 (br s. 1 H): ESI MS m/e 408 (M*+1 >: 



Elemental Analyses for C 2 7H 21 NO3«0.1 C 7 H 8 : 

Calculated { C, 79 85 H, 5.27; N. 3 36. 
Found j C. 80 19 H. 5 32: N. 3.49. 

25 — " " 

E. Preparation of 5-carbamoyl-4-hydroxy-2-phenyl-9-(phenylmethyl)carbazole 
[0210] 



35 



40 




[021 1] Prepared in 40% yield by the method of Example 1 7G 'H NMR (CDCI3) 8 5 58 (s. 2H), 6.25 (s. 1 H). 6 59 is. 
1H), 7 11-7.16 (m, 4H). 7.26-7 48 (m. 8H). 7 52 (d. J= 8.1 Hz. 1H), 768 (d. J= 7.2 Hz 2H). 9 99 (br s. 1H): ESIMS m/ 
e393 (M++1). 



BNBOOCID: «£P_jeS21«8A?JL> 
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F Preparation f [5-carbamoyl-2-phenyl-9-(phenylmethyl)carba/ol-4-yl]oxyacetic acid, methyl st r 
[0212] 



to 



is 




[0213] Prepared in 58% yield by the method ot Example 17H IR (KBr) 3359. 1755. 1634 crrr' 1 H NMR (CDCI 3 ) 6 
3 85 (s. 3H) 4.96 (s. 2H). 5 58 (s. 2H). 5 92 (or s 2H) 7 11 (s, 1H). 7 13-7 24 (m. 2H). 7 26-7 30 (m, 3H), 7 34-7 47 
(m, 7H). 7 59 (d. J= 7.3 Hz. 2H): ESIMS m/e465 (M + +l). 



Elemental Analyses for C^H^N^. 


Calculated 
Found 


C 74.98. H. 5 21. N. 6.03 
C 74.97. H.5 22: N, 5.80 



25 

G Preparation of [5-carbarnoyl-2-phenyl-9-iphenylmethyl)carbazol-4-yfIoxyacelic acid 
[0214] 



35 



40 




[0215] Prepared in 86% yield by the method of Example 171 IR (KBr) 3426. 3332, 2625-2100 (br),1 734. 1636cm-': 'H 
NMR (DMSO-de) 8 4 94 (s. 2H), 5 57 (s 2H).6.96 (s, 1H). 7 06-7.31 (m. 6H), 7 33-7.47 (m. 5H), 7 55-7.60 (m. 2H). 
7 71-7 73 (m. 3H). 12 94 (br s IH). ESIMS m/e 451 (W+1 ). 



Elemental Analyses tor C^H^^ 

Calculated j C. 74.65. H 4 92. N, 6 22. 
Found j C.7487 H. 5.15. N. 6.11 



55 



BNSCOCUJ: «S»__08S214W«JL> 
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Example 21 

[5-carbamoyl-2-(4-chlorophenyl}-9-(phenylmethylJcarbazol-4-yl]oxyacetic acid 




A Preparation ol 3-(2^rc<iio-3-carbO(nethoxyanilino)-5-(4-chtorophenyl)cyclohex-2-en-1-one 

20 

[0217] 



25 



00 




as [0218] Prepared by the method ol Example 17, part C in 80% yield >H NMR (C0CI 3 ) 8 2.66 (m. 3H). 2.86 (m, 1H). 
3 44 (m, 1H). 3.95 (s, 3H). 5.75 (s. 1H), 7 24 (m, 3H). 7.32 (m, 3H). 7 57 (t. J= 7 1 Hz. 2H): ESIMS m/e 434 
(M+tl.^Brasci) 436 (M++1 8, Br»CI. ^^Cl). 438 a'Br^CI) . 



40 



Elemental Analyses for CajH^BrCINCV 



Calculated | C. 55 26. H, 3 94. N, 3 22 
Found ! C. 55 55. H, 3 91: N. 3 21 



■is 



B. Preparation ol 5-carbomethoxy-1 .2-dihydro-2-(4-chlorophenyn-9H-carbazol-4(3H)-one 
[0219] 




BNSooaa «£P_pe62i«Maj_> 
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[0220] Prepared by the m thod of Exampl 17D in 64% yield. 'H NMR (CDCtj) 8 2.72 (m, 2H). 2 99 (dd, J=16.7, 
16 5 Hz 1H) 3 12 (dd J = 16 7. 4 7 Hz, 1H), 345 (m. 1H), 404 (s, 3H). 7 17 (d. Jb 8 5 Hz. 2H), 7.23 (d. J= 7 9 Hz. 
1 H) 7 30 (d. vfc 8 4 Hz. 2H). 7.43 (t. J= 7.9 Hz. 2H). 9.61 (br s. 1H). ESIMS mfe 354 (M*+1 , a^CI). 356 (M*+1. "CI). 



5 Elemental Analyses for C2oH ie CIN0 3 . 

Calculated ! C. 67 90: H. 4 56. N. 3 96 
Found | C. 68.14; H.4 51. N.3 90 

io C. Preparation of 5-carbomethoxy-1 ,2-dihydro-2-(4-chlorophenyl)- 9-(phenylmelhyl)carbazol-4(3H)-one 
[0221] 



is 



20 




25 

[0222] Prepared by the procedure of Example 17E m 90% yield. 'H NMR (CDCI 3 ) 6 2 79 (d, J= 3.7 Hz, 1 H). 2 82 is. 
1H). 2 97 (dd. J- 16 7, 11.5 Hz. 1H). 3.19 (dd. 16 7.4 7 Hz. 1H), 3.59 (m, 1H), 4.06 (8, 3H) 5.35 (s, 2H), 6 96 (t. 
J= 36 Hz. 2H) 7 21 (m. 2H). 7 30 (m, 6H). 7 36 (t. J= 7.5 Hz. 2H). ESIMS m/eAAA (M*+1, 3*01). 446 (M*+1, ^C\). 



Elemental Analyses for C^^INC^: 

Calculated ] C, 7305: H.5 00; N. 3 16. 
Found | C. 73.23: H.5 15: N, 3 36. 



35 D- Preparation ol 5K»rbomethoxy-2-(4<*loropherryl)^ydroxy-9-(phenylmem^^ 
[0223] 




BMSDOOO: <EP_JW«14M2JL> 
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E Pr paration ol 5-cart>amoyl-2-(4-chlorophenyl)-4-hydroxy-9-(phenylmelhyl)carbazole 
[0225] 



10 



15 




[0226] Prepared by the procedure of example Example 17G in 43% yield. 'H NMR (CDCIg) 5 5 77 (s 2H). 6 89 (s, 
1H), 7 07 (d. J= 7.0 Hz. 2H). 7 23 (m. 3H). 7 45 (m. 5H). 7 76 (d, J= 8.4 Hz 3H), 8 40 is. 1H). 8 35 (s 1H). ESIMS mi 
e427 (W+1. 35ci) 429 "CI) 



Elemental Analyses (or C^H^Clt^Oj 


calculated 
Found 


C. 73 15: . H. 4 49; N. 6.56 
C, 72.92. H. 4 57; N, 6 46 



25 

F. Preparation ot [5^rbajrioyl-2-(4<hlorophem»l)-9-(phenylmethyl)carbazol-4-yl]oxyacetic acid, methyl ester 
[0227] 



35 



40 




[0228] Prepared by the procedure ol example Example 17H n 79% yield. *H NMR (CDCy 8 3.84 (s. 3H). 4 97 (s. 
2H), 5 57 (s. 2H). 6 08 (brs, 1H). 6.14 (br s. 1H). 6.74 (s, 1H), 7 12 (m. 2H), 7.18 (s. 1H). 7 22 (m. 2H). 7 41 (m, 6H). 
7 51 (d. Jk 8 5 Hz. 2H): ESIMS m-fe499 (M-+1, &CI), 501 <W+1 &C\\ 



BN6COC1D: «£P__p8M14BASJ_» 
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G Preparation of [5-carbamoyl-2-(4-chlor phenyl)-9-(phenylmethyl)carbaz M-yl|oxyacetic acid 
[0229] 



10 



15 




[0230] Prepared by the procedure of example Example 171 in 100% yield. 'H NMR (CDCI3) 5 4 95 (s. 2H), 5.75 (s, 
2H),688(s.lH),7 20(m 4H) 7 52 (m 6H).7.76(m.3H). 12.92 (s. 1H):ESIMSrn/e4S5(M + +1. 35CI). 487(M*+1. "CI). 

20 Example 22 

[5<arbarnoyl-2-(2-luryl)-9-(phenylrnethyl)carbazol-4-yl]oxyaceticacid 

[0231] 



30 



3S 




A Preparation ol 3-(2-bromo-3^artxDmethoxyanilino)-5-(2-luryl)cyclohex-2-en-1-one 
[0232] 



45 



SO 




[0233] Prepared in 55% yield by the methodof Example 17. part C.IR(KBr) 3201, 1735. 1593. 1575cnr': 'H NMR 
(CDCI3) 5 2.56-2 94 (m. 4H). 3.53-3.60 (m. 1H). 3.94 (s. 1H). 5 60 (s, 1H), 6.11 (d. J= 28Hz. 1H). 6 22 (br 3, 1H). 
6.32-6 34 (m. 1H), 7 34-7 39 (m. 1H). 7.37 (br a. 1H). 7.55 (d. J= 7.9 Hz. 2H): m/e390 (W+1. ™Br). 392 <M*+1 . 8'Br): 



BNSOOCCO: <£P_06S21 48A2 J_> 
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5 



Elemental Analyses tor C ie H 16 8rN0 4 


Calculated 
Found 


C. 55 40. H.4 13. N. 3.59 
C 55 62. H, 4 27. N, 3.71 



B Preparation ol 5-carbomethoxy-1.2-dihydro-2-(2-furyl)-9H-carba/ol-4(3H)-one 
[0234] 



is 




20 

[0235] Prepared by the method ol Example 17D in 47% yield IR (KBr) 1736, 1633 crrr'. 'H NMR (THF-d 8 ) 8 
2 59-2.77 (m 2H). 3 14 (dd. J= 16.5. 105 Hz. 1 H), 3 30 (dd. J - 16 5. 10 3 Hz, 1H), 3 56-3 69 (m. 1H). 3 81 (s. 3H), 
6 13-6.14 (m. 1H), 6 27-6 29 (d J =25 Hz. 1H). 7 11-7 21 (m. 2H). 7 37-7 39 (m. 1H). 7 39 (S. 1H). 11 03'brs 1H). 
ESIMS/rVe310 iM*+1). 

25 

Elemental Analyses lor C, e H 15 N04«0 iCjHg 

Calculated j C.70 5V H 4 50: N. 4.40 

Found ! C. 70 75. H.4 85. N. 4 61 
: 

30 

C Preparation ol 5-carbomethoxy-1.2-dihydro-2-(2-luryl)-9-(phenylmethyl)carbazol-4(3H)-one 
[0236] 



40 



4S 




[0237] Prepared in 91% yield by the method of Example 17E I R (KBr) 3500 (br). 1722 1650 cm* 1 . 1 H NMR (CDCI3) 
82.79 (dd.J = 166. 108Hz. 1H). 2 94 (dd, J= 16 6.4.2 Hz. 1H),306(dd J= 166.98Hz 1H), 331 (dd J= 188. 
so 4.7 Hz, 1 H), 3.68-3.74 (m. 1 H). 4 06 (s. 3H), 5.37 (s. 2H), 6 08 (d. J= 2.7 Hz. 1 H), 6 28 (m. 1 H). 6.96 (m. 2H), 7 22-7 40 
(m, 7H). ESIMS nVeAQO (M +1), 



Elemental Analysis for C 2S H 21 N0 4 ° 

Calculated i C. 75 17. H 5 30. N. 3 51. 
F und j C, 75 46. H, 5.32. N. 3 67. 

: 



BN3DOC1D: «£P_J»6214aA2J_, 
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D. Preparation of 5-carbomeIhoxy-2-(2-furyl)-4-hydroxy-9-(phenylmethyl)carbazote 
[0238] 



10 



is 




[0239] Prepared in 72% yield by the method (b) of Example 17F. IR <KBr) 3500 (br) 1674 cm-" 1 H NMR (CDCI 3 ) 8 
411 (s.3H).558(s 2H). 6 48-6 50 (m 1H) 6.75 (d. J= 32 Hz. 1H). 709-7 12 (m 2H). 7 16 (s. 1H). 7 26-7 30 (m. 
4H). 7 36-7 44 (t, J= 8 0 Hz. 1 H). 7 48 (s 1 H). 7 56 (d, J= 8 1 Hz. 1 H). 8 01 (d. <k 7 5 Hz. 1 H) 10 50 (br s. 1 H). ESIMS 
so m/e 398(^1^1) 

E Preparation ol 5-carbamoyl-2-(2-fury1)-4-hydroxy-9-<phenylmethyl)carbazole 
[0240] 



30 



35 




[0241] Prepared in 60% yield by the method o! Example 17G IR (KBr) 3425 (br), 3325 (br). 1642. 1628cm-'. 'HNMR 
(DMSO-de) 6 5 72 (s. 2H). 6 56-6 57 (m. 1H). 6 95 (s. 1H), 6 98 (d. J= 3 0 Hz. 1H). 7 07 (d. J= 7 2 Hz 2H). 7 17-7 26 
■*0 < m 3H). 7 42-7 43(m. 3H). 771-776(m. 2H). 8 38 (s. 1H).883(s 1H) 1070(s 1H) ESIMSm/e381 (M-1). 



Elemental Analyses for C^H^NjQ, 

Calculated ( C. 75 38. H.4 74 N, 7 33 
Found ! C. 75.35. H.4 95 N. 7 29 



50 



55 



BNSDOCtD- <EP_CBSW«9«J_> 



137 



F. Preparation 
[0242] 



EP09S2149A2 

f [5-carbamoyl-2-(2-furyl)-9-(phenylmBthyl)carba2ol-4-yl]oxyacetic acid, melhyl esler 



10 



is 




[0243] Prepared in 80% yield by the method of Example 17H IR (KBr) 3358. 1756 1643cm- 1 'H NMR (DMSO-d 6 ) 
5 3 70IS.3H). 4.98 (s.2H), 5.70 (s 2H). 6 58 (d, J=1 5 Hz. 1H).6 93(s. 1H), 7 01-7 30 (m. 8H). 7 35 (t J= 7 7 Hz. 
1H). 7 51-7 57 (m. 3H), 7 72 (s. 1H). ESIMS m/0455 (MN-1). 
20 

Elemental Analyses for C^H^N^ 

Calculated j C. 71 36. H 4 88. N, 6 16. 
Found j C, 71 46: H. 4 91 : N. 6 24 

G Preparation of [5-carbamoyl-2-(2-furyl)-9-(phenyhnethyl)carbazol-4-yl|oxyacetic acid 
[0244] 



35 



40 




[0245] Prepared in 88% yield by the method of Example 17MH NMR (DMSO-dg) S 4 89 (s, 2H) 5 71 (s. 2H), 6.58 
(s, 1H).6.94(s. 1H),7 00-7 38(m.9H) 7 59 (d. J= 9 2 Hz. 1H).7 58(s. 1H). 7 72{brs. 2H). 12 98(brs, 1H): ESIMS 
.15 nVs441 (M*+1); 



Elemental Analyses for CggH^NjOg 


Calculated 
Found 


C. 70 90- H. 4.58: N. 6.38 
C, 71 20: H 4.67. N. 6.2B. 



BNS0OClD:<£P_S)eS21«8A2JL» 
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Example 23 

[5-carbamoyl-9-(phenylmethyl)-2-{(tn(-1 -methylelhyl)silyl)oxymethyl|carbazol-4-yl)oxyacetic acid lithium salt 
5 [0246] 



to 



IS 




A. Preparalion of 5-caftoomethoxy-1 2-dihydro-9-(phenylmethyl)-2-|(tn(-1 -methylethyl)silyl)oxymethyllcarbazol-4(3H)- 




35 



[0248] Tnisopropylsilyl tnfluoromethanesulfonate (2.46 mL, 9 15 mmol) was added to a stirred suspension of the 
compound of Example 1 9C (2 89 9, 7 95 mmol) and anhydrous pyridine (0.964 mL 11 9 mmol) in anhydrous methylene 
chloride (29 mL) at 0 °C under a nitrogen atmosphere The mixture was stirred at 0 "C for 1 hour Methanol (0 5 mL) 
was added to the mixture and stirring was continued for 1 minute After dilution with toluene (10 mL), the mixture was 
concentrated and the residue was subject to chromatographic punfication on silica (gradient 10-50% ethyl acetate in 
hexane) to give subtitled compound (406 g, 99%) as a white solid. IR (KBr) 1725. 1645 cm ". 'H NMR (COCI3) 8 
0 90-1 15 (m. 21H.-CH(CH 3 )2). 2 50-2 63 (m. 3H). 2.74-2.86 (m. 1H). 3 02 (br d. J= 7.7 Hz. 1H) 3.67-381 (m. 2H. 
-CHaO-). 4 05 (s. 3H.-OCH3). 5 37 (s. 2H. -NCH a -). 7.00-7.04 (m. 2H), 7 22-7 44 (m. 6H). ESIMS nVe 520 (W+1 ). 



4S 



Elemental Analyses for C 31 H 41 N0 4 Si 


Calculated 
Found 


C. 71 64. H. 7 95. N. 2 69 
C. 71.75. H, 7.91. N.2.82 



55 
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B. Preparation ol 5-carbometh xy^-hydraxy-9^phenylrnelhyl)-2-[(lri(-1-methy[eihyl)silyl)oxym thyljcarbaz I 
[0249] 



10 



IS 




[0250] Following the experimental procedure (b) as described m the synthesis of Example 1 7F. subtitled compound 
was obtained as a yellowish solid in a 93% yield. IR (KBr) 3165 (br). 1671, 1629 crrr 1 ; 1 H NMR (CDCI 3 ) 5 1 00-1 22 
(m. 21H,-CHfCH 3 )2), 4 10 (s, 3H. -OCH 3 ). 4 97 (s. 2H, -OCH r ), 5 51 (s, 2H, -NCH 2 -). 6 79 (s, 1 H), 7.05-7 14 (m. 3H). 
so 7.20-7 30 (m. 3H). 7.39 (t, J= 8.0 Hz. 1 H). 7 59 (d. J= 8 0 Hz. 1 H). 7 98 (d J= 8 0 Hz. 1 H). 10 50 (s, 1 H. -OH); ESIMS 
m/e518 (M*+1). 



Elemental Analyses for C 31 H 39 N0 4 Si 

25 Calculated i C. 71 92. H.7.59. N. 2 71 

Found jC. 7219. H.7 21, N 2 76 

C Preparation of 5-carbarr»yl-4-hydroxy-9-(phenylmethyl)-2-[(Ui(-1-methylethyl)silyl)oxymethyllcarbazole 
oo [02S1] 



3S 



40 




[02S2] Following the experimental procedure as described in the synthesis of Example 17F(b). subtitled compound 
4S was oblained as a yellowish solid in a 80% yield. IR(KBr)3348(br), 3200. 1660. 1628crrr'. 'HNMR (CDCI 3 ) 8 1.00-1 20 
(m, 21 H -CH(CH 3 ) 2 ). 4 94 (s. 2H. -OCHa-). 5.52 (s. 2H. -NCH r ). 6 22 (S. 1 H, -NH). 6 56 (s. 1H, -NH). 6 75 (s, 1H). 
7.05-7 10 (m. 3H). 7.20-7.28 (m. 3H), 7 36 (I, Jb 7 6 Hz. 1H), 7 43 (d, Jb 7 6 Hz, 1H) 7.53 (d, J= 7 6 Hz. 1 H). 9 75 (br 
s. 1H, -OH). ESIMS m/e503 (MN-1) 



ss 



BNBOOCO: «B'__p8S»1«9Aaj_^ 
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D Preparation ol [5^arbarnoyl-9-(phenylmethyl)-2-|(lri(-l-m^ acid, 
methyl esler 

[0253] 



w 



IS 




[0254] Following the experimental procedure as described in the synthesis ol Example 1 7H subtitled produce was 
so obtained as a white solid in a 94% yield IR (KBr) 3484. 3180 (br). 1764. 1675 cm-'. 'H NMR (CDCI 3 ) 5 1 00-1 20 (m. 
21H.-CH(CH3) 2 ) 3 82 (s. 3H. -OCH 3 ). 4 89 (s, 2H -OCH 2 -) 4 93 <s. 2H, -OCH 2 -) 5 50 (s. 2H -NCH 2 -), 6 00 (br s. 
2H. -NH 2 ). 6 60 (s 1 Hi. 7 05-7 1 2 (m. 3H) 7 22-7 28 (m. 3H), 7 32-7 38 (m. 1 H), 7 3S-7 41 (m 2H). ESIMS rrv'e 575 
(M»+1). 



Elemental Analyses lor C^H^NPsSi 

Calculated I C. 68 96. H 7 37 N. 4 87 
Found j C 6914. H. 7 20 N. 4 95. 



30 E Preparation ol [5-carbamoyt-9-(phenylmethyl)-2-[(trt(-1 -methylethyl)silyl)oxymethyl]cart>azol-4-yl)oxyacotic acid, 
lithium salt 

[0255] 



40 



45 




[0256] Lithium hydroxide (4 1 7 N. 42 5 ml, 0 177 mmol) was added to a stirred suspension ol part D above (50 9 
mg, 0.0886 mmol) in THF t1 mD/CH 3 OH (0 3 mLl/HjO (0 3 mL) The resultant mixture was stirred in an oil bath at 55 
so "C for 1 hour to lorm a while suspension At ambient temperature, the white suspension was diluted with water (5 mL) 
and THF was evaporated in vacuo Alter filtration and washing with water, the while solid was dried under vacuum to 
give 11 (40 0 mg. 80%) of the title product I R (KBr) 3470 3315. 1652. 1621 cm"'. 'H NMR (DMSO-dg) 5 0 90-1 15 
(m. 21H.-CH(CH 3 ) 2 ). 4 29 (s 2H. -OCH 2 -). 4.84 (s 2H. -OCH 2 -) 5.57 (S. 2H. -NCH 2 -|, 6 49 (s. 1H) 7 00-7.25 (m. 7H). 
7 31 (br t. J= 7.9 Hz. 1H). 7 43 (br s. 1H. -NH). 7 59 (brd. J= 7 9 Hz. 1H). 7 72 (br s 1H. -NH). ESIMS m/e567 (M*+1). 

55 
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Preparation 3 

Preparation of 5-Carbomethoxy-l.2-dihydro-9H-carbazol-4(3H)-one from 2-chloro-3-nitrobenzoic acid 
5 [0257] 



10 



is 




20 



25 



ao 



40 



45 



SO 



ss 



a) Methyl 2-chloro-3-nitrobenzoate 

A solution of 2-chloro-3-nrtrobenzoic acid (20.1 6 g. 100 OmM), »domethane(15 6 g, IIOmM) and potassium 
carbonate (15 0 g 103 5 mM) in 100 mL DMF was stirred at room temperature for 48 hours The mixture was 
poured into 1 .5 liters of H z O The resultant precipitate was collected by 20.0 g (93%) of methyl 2-chloro-3-nitroben- 
zoate as a white solid. 'H NMR (CDCI 3 ) 8 8 42 (dd. 1H. J=1 andBHz) 8 16 (dd 1H J=\ and 8 Hz). 7 43 (t. 1H. 
J=B Hz), and 3 9 (s. 3H). IR (KBr, cm- , )1743. 1719 1595, 1540, 1532. 1433. 1357. 1300, and 730. MS (FD) m/e 
215, 216 



Elemental Analyses for C 8 H 6 N0 4 CI 


Calculated 
Found 


C.44 57 H.3.81: N 6 50. 
C.44 19. H.3 45. N.6.19 



b) Methyl 2-chloro-3-aminobenzoate 

Hydrogen gas was passed through a solution of methyl 2-chloro-3-nitrobenzoate (10 0 g. 46 4 mM) and 1.0 
g of 3% sutfided platinum on carbon in 150 mL ethyl acetate for 48 hours at room temperature The catalyst was 
removed by filtration through celite Concentration of the filtrate afforded 8 6 g (100%) of methyl 2-chloro-3-ami- 
nobenzoateasayellowoil. 'H NMR (CDCI 3 ) 87 25 (dd. 1H. J=1 and 8 Hz). 7 2 (i. 1H. J=8 Hz). 6 95 (dd. 1H. J=1 
and 8 Hz), and 3.9 (s. 3H). IR (CHCI 3 . cm-') 3450, 3380, 2980. 2900. 1729 1615. 1456. 1434, 1322, 1290, and 
1268 MS (ES) m/e 186,188. 



Elemental Analyses for C 8 H 8 N02CI 



Calculated 
Found 



C, 51 77. 



j C. 51 52. 



H.4 34. 
H, 4.17. 



N. 7 55 
N . 7 54 



b) Methyl 2-chloro-3-aminobenzoate 

A solution of stannous chloride (27 0 g, 137 0 mM) in 55 mL of concentrated hydrochloric acid was slowty 
added lo a solution of methyl 2-chk>ro-3-nitrobenzoate (6.0 g. 27 9 mM) in 75 mL ethanol at 15-20 °C over 1 hour. 
The mixture was then heated at 50-60 *C for 1 5 minutes. The mixture was cooled to room temperature and made 
alkaline by slow addition of solid sodium hydroxide mamtainng a temperature of 30-35 'C. The resultant mixture 
was extracted three times with chloroform. The extracts were washed with brne. dned over sodium sulfate, filtered 
and concentrated to afford 2 6 g (50%) of methyl 2-chloro-3-aminobenzoate as a yellow oil. identical in all respects 
to the material derived via catatytc hydrogenation described above. 

b) Methyl 2-chbro-3-aminobenzoate 

A solution of sodium dithionite (1 4.0 g, 2O.0 mM) and sodium carbonate (6 7 g) in 200 mL of water was slowly 
added to a solution of methyl 2-chloro-3-nitrobenzoat (6 0 g. 27.9 mM) in 40 mL methanol and 40 mL of tetrahy- 
droturan at 25 "C over 30 minutes The mortur was stirred at room temperature for an additional 30 minutes, then 
extracted with ethyl acetate The extracts were washed with brine, dned over sodium sulfate, filtered and concen- 
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Hated to afford 1 2 g (33%) of methyl 2-ch!oro-3-aminoberuoate as a y flow oil. identical m all respects to the 
material derived va catalytic hydrogenation described above 

c) 3-(3-Carbomethoxy-2-chloroanilino)cyclohex-2-en-1 -one 

A mixture of methyl 2-chtoro-3-aminobenzoate (11 11 g, 59 86 mM) and 1 ,3-cyclohexanedione (9 05 g 80 6 
mM) was heatod at 120 'C under a stream of nitrogen for 4 hours The resultant solid was triturated with hot ethyl 
acetate, then dried in vacuo to afford 14 05 g (84%) of 3-(3-carbomethoxy-2-chloroanilino)cyclohex-2-en-1-one 
as a yellow orange solid 'H NMR (CDCI 3 ) 87.6 (dt. 1H, J=1 and 8 Hz), 7.3 (t, 1 H. J=8 Hz). 6.6 (br s. 1H) 562 (s. 
1H). 3 95 (s. 3H). 2 6 (t 2H. J=6 Hz), 2 4 (t. 2H. J=6 Hz), and 2 1 (m. 2H) IR (CHCI3, cm') 3050, 2950, 1729. 
1536, 1351 1299. 1290, 1267. and 1135 MS (ES) m/e 278, 280 282 



Elemental Analyses for C 14 H 14 N0 3 CI. 

Calculated | C. 60 IV H, 504. N. 501 
Found i C 57 51. H. 4 99 N. 4 68 



d) 5-Carbomethoxy-1 .2-dihydro-9H-carbazol-4(3H)-one 

A suspension of 3-(3-carbomethoxy-2-chloroanilino)cyctohex-2-en-1-one (10.22 g, 36 67 mM). palladium ac- 
etate (0 82 g. 3 66 mM) tncyctohexylphosphme (4 10 g. 14 62 mM) and trielhylamine (30 0 mL. 21 78 g, 215.2 
mM) in 100 mL acetonitrile was heated at 1 30 °C In a sealed vessel for 14 days The mixture was diluted with ethyl 
acetate, washed twice with 1 N HCI. twee with H a O. once wilh saturated brine, dried over anhydrous magnesium 
sulfate filtered, and concentrated to afford 9.9 g of a light brown gum Purification by HPLC on silica gel (elution 
with gradient methylene chloride/ethyl acetate) afforded 4 68 g (52%) of the 5-carbomethoxy-1 .2-dihydro-9H-car- 
bazol-4(3H)-one as a yellow solid 'H NMR (CDCI3) 8 9 15 (br s, 1H). 7 4 (dd, IH. J=l and 8 Hz). 7 35 (dd. 1H. 
J=1 and 8 Hz), 7 25 (t. IH. J=8 Hz). 4 05 (s, 3H). 2 95 (t. 2H. J=6 Hz) 2 55 (t. 2H J=6 Hz), and 2 2 (m . 2H) IR 
(CHCk. cm ') 3400. 3200 (br) 3000. 2950. 1721, 1646, 1466. 1439 1427. 1299. 1284. 1165. and 1135 MS (ES) 
m/e 242. 244 



Elemental Analyses for C 14 H 13 NCt) 

Calculated ) C. 69 12: H, 5 39. N. 5.76 
Found j C. 68 82. H, 5 67. N. 5 60 



Prepaiauon 4 

Preparation of 5-Carbomethoxy-1 .2-dihydro-9H-carbazol-4(3H)-one from 2-b romo-3-nit robenzoc acid 
[0258] 




H 



a) Methyl 2-bromo-3-nitrobenzoate 

A solution of 2-bromo-3-nitrobenzoic acid (28.4 g. 115.0 mM), lodomethane (18 0 g. 127 mM). and potassium 
carbonate (19 0 g 1 37 4 mM) in 100 mL DMF was stirred at room temperature for 72 hours The mixture was 
poured into 1 5 liters of H 2 0 The resultant precipitate was collected by filtration and dried in vacuo to afford 28 79 
g (96%) of methyl 2-bromo-3-nitrobenzoate as a white solid. 'H NMR (DMSO-d6) 5 8 3 (dd. 1 H, J=1 and 8 Hz). 
7 9 (dd IH. J=1 and 8 Hz). 7 7 (t. 1 H. J=8 Hz), and 3 9 (s. 3H) IR (KBr. cm-') 2950, 1738. 1541 . 1435. 1364, 
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1298, and 1142. MS (FD) m/e259. 261. 



Elemenlat Analyses (or C 8 H 6 N0 4 Br 

Calculated j C. 36 95: H, 2 33; N. 5.39 
Found j C. 37.14: H, 2 37. N, 5 45 



b) Methyl 2-bromo-3-aminobenzoate 

Hydrogen gas was passed through a solution of methyl 2-bromo-3-nitrobenzoate (0 20 g. 0.77 mM) and 0 1 
g of 3% sulfided platinum on carbon in 25 ml ethyl acetate for 24 hours at room temperature. The catalyst was 
removed by filtration through celite Concentration of the filtrate afforded 0 175 g (99%) of methyl 2-bromo-3-ami- 
noben2oate as a yellow oil. 'H NMR (CDCy 5 7.15 (t. 1H. J=8 Hz). 7 1 (dd. 1H. J=1 and 8 Hz), 6.8 (dd, 1H, J=1 
and 8 Hz), and 3.95 (s, 3H) IR(CHCI 3 . cm-') 3550. 3380. 2980. 2900. 1729. 1613. 1465 1451. 1434. 1324. 1266. 
and 1025 MS (FD) m/e 230, 232. 



Elemental Analyses for C e H 8 N0 2 Br: 


Calculated 
Found 


C. 4177. H. 3 51. N, 6 09 
C, 42.01. H.3.29. N. 6.00 



b) Methyl 2-bromo-3-aminobenzoate 

A solution of stannous chloride ( 1 5 0 g, 76. 1 mM) in 30 mL of concentrated hydrochloric acid was slowly added 
to a solution of methyl 2-bromo-3-nitrobenzoate (40 g. 15.4 mM) in 90 mL ethanol at 15-30 °C over 1 hour. The 
mixture was then healed at 50-60 "C for 15 minutes The mixture was cooled to room temperature and made 
alkaline by slow addition of solid sodium hydroxide maintaining a temperature of 30-35 'C. The resultant mixture 
was extracted three times with chloroform The extracts were washed with brine, dned over sodium sulfate, filtered 
and concentrated to afford 3.51 g (99%) ol methyl 2-bromo-3-aminobenzoate as ayellowoil. idenlical mall respects 
to the material derived via catalytic hydrogenation described above. 

c) 3-(3-Carbcmethoxy-2-bromoanilino)cyclohex-2-en-1 -one 

A mixture of methyl 2-bromo-3-aminobenzoate (1 3 2 g, 60 0 mM) and 1 ,3-cyclohexanedione (8 4 g. 75 mM) 
was heated at 125 °C under a stream of nitrogen for 4 h The resultant solid was purified by HPLC on silica gel 
(elution with methylene chloride/ethyl acetate) to afford 17 2 g (83%) of 3-<3-carbomethoxy-2-brornoanilino)cy- 
clohex-2-en-l-one as a tan foam. 'H NMR (DMSO-d6) 5 8 75 (s. 1H). 7 6-7 4 (m, 3H). 4 65 (s. 1 H). 3.85 (s. 3H). 
2 6 (t. 2H. J=6 Hz). 2 15 (t. 2H. J=6 Hz), and 1 .9 (m. 2H). IR (CHCI3, cm-') 3400, 3004. 2954. 1732. 1607, 1588. 
1573, 1513. 1464. 1436, 1412, 1308, 1249. 1177, and 1144 MS (ES) m/e 322. 324. 326. 



Elemental Analyses for C, 4 H 14 N0 3 Br 


Calculated 
Found 


C. 51 85: H, 4 32; N, 4.32 
C, 53.60: H.4.73. N, 4 09. 



d) 5-Carbomethoxy-1 ,2-dihydro-9H-carbazol-4(3H)-one 

A suspension of 3-(3-<»rbomethoxy-2-bromoanilino)cyclohex-2-en-1-one (15 8 g, 48 8 mM). palladium ace- 
tate (1 I2g, 5 OmM), tri-o-tolytphosphme (3 1 g, 10.0 mM), andtriethylamine (6 3g,62 0mM)m l20mLacetonitrile 
was heated at reflux for 8 hours The solvent was removed in vacuo The residue was dissolved n methylene 
chloride, washed twee with 1 N HCI. twice with HjO. once with saturated brine, dried over anhydrous magnesium 
sulfate, filtered, and concentrated to afford 17 g of a light brown foam Purification by HPLC on silica gel (elution 
with gradient methylene chlonde/ethyl acetate) afforded 9.2 g (78%) of the 5-carbomethoxy-1.2-dihydro-9H-car- 
bazol-4(3H)-one a3 a yellow solid, identical with the material derived from 3-(3-carbomethoxy-2-chloroanilino)cy- 
clohex-2-en-1 -one. described above. 'H NMR (DMSO-d6) 5 7 5 (d, 1 H. J=8 Hz). 7 25-7 1 (m. 2H). 5 7 (s. 1 H). 3 8 
(s. 3H). 2 95 (t. 2H, J=6 Hz). 2.4 (t. 2H, J=6 Hz), and 2 1 (m . 2H) MS (ES) m/e 242. 244 
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EXAMPLE 24 

Preparation of (9-l(phenyl)methyl]-5-cart>amoylcarbazol-4-ylJoxyacetic acid sodium salt 
s [02S9] 



10 



is 




20 

A 9-|(Phenyl)methyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 

[0260] A suspension of 5-carbome0ioxy-1,2-dihydro-9H-carbazol-4(3H)-one i300 mg 1 23 mM], benzyl bromide 
(210 mg. 1 23 mM), and potassium carbonate (170 mg 1 23 mM) in 15 mL DMF was stirred at room temperature for 

2S 6 hours The mixture was diluted with 80 mL H z O and chilled in the refrigerator. The resultant white precipitate was 
collected by filtration, washed with HgO. and dried in vacuo to afford 325 mg (79%) of the 9-[(phenyl)methyl]-5-car- 
bomethoxy-l 2-dihydrocarbazol-4(3H)-one as a white solid. 1 H NMR (DMSO-d6) 8 7 7 (dd. 1 H. J= 1 and 8 Hz). 7 45-7 0 
(m. 7H). 5.6 (s. 2H) 3 8 (s, 3H), 3 05 (t. 2H J=6 Hz), 2.5 (t. 2H. J=6 Hz), and 2 2 (m . 2H). IF) (KBr. cm ') 3421 . 1 726 
1676. 1636. 1473. 1450 1435 1288 1122,764 745. and 706 MS (ES) m/e 334 

30 

Elemental Analyses for C 21 H 19 N0 3 

Calculated j C 75.68: H. 5 71. N. 4 20 
Found | C, 70 85: H 5 53. N. 4.49 

B 9-((Phenyl)methyl|-4-hydraxy-5-carbomethoxy carbazole 
[0261] 

■to (a) A solution of the 94(phenyl)methylJ-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one (1 5 g 4 5 mM) and 

2 3-dchloro-5.6-dcyano-1.4-benzoquinone (1 12 g. 5 0 mM) in 25 mL of toluene was stirred between 80-90 5 C 
for 6 h The mixture was purified directly by column chromatography on silica gel (elution with methylene chloride/ 
ethyl acetate) to afford 420 mg (28%) of the 9-|(phenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole as a yellow 
solid «H NMR (DMSO-d6) 8 10 25 (s. 1H). 7.7 (d. 1H. J=8 Hz). 7.4 (t. 1H J=8 Hz). 7 4-7 0 (m. 8H) 6.6 (d. 1H 

4S J=B Hz). 5 6 (s. 2H). and 3 3 (s 3H) IR (CHCI 3 . cm ') 1723. 1685. 1621 1597 1568 1496. 1453. 1442 1392 

1286, 1267 1156. and 1138 MS (ES) m/e 330. 332 





Elemental A 


naryses for C 21 H 17 N0 3 


so 


Calculated 


C. 76 13: H. 5 14. N.4 23 


Found 


C. 75.90: H. 5 20: N 4 46 



(b) To a solution of the 9-[(phenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one (2.87 g, 8.61 mM) in 
29 ml dioxane was added 60% sodium hydride m mineral oil (0 79 g. 1 9 8 mM) The reaction was stirred 8 minutes. 
ss then methyl benzenesulfinate (1 80 ml 13.3 mM) was added The reaction was stirred an additional 1 5 h. then 

diluted with 43 ml dioxane and 1 13 ml acetic acd The mixture was refluxed 1 h diluted with ethyl acetate, and 
oxtracted with sat'd NaHC03 two times, then with bnne After drying (NaS0 4 ) evaporation in vacuo affordod 4 90 
g. The mixture was purified by column chromatography on silica gel (elution with tolueneAnethylene chloride) to 



BNSDOCID: <EP_<X«2148A2J_> 



145 



EP 0 952 149 A2 



afford 2.31 g (81%) of the 9-((phenyl)methyl]-4-hydroxy-5-carbomelhoxy carbazole *H NMR (DMSO-d6) 8 10 25 
(s. 1H). 7 7 (d. 1H, J=8 Hz). 7 4 (t. 1H. J=8 Hz). 7.4-7 0 (m 8H). 6 6 (d. 1H. J=8 Hz), 5 6(s. 2H). and 3.8 (s. 3H) 
IR (CHCI 3 , cm-') 1723. 1685. 1621 1597. 1568, 1496 1453. 1442. 1392. 1286. 1267, 1156 and 1138 MS (ES) 
m/e 330. 332 



Elemental Analyses for C 21 H, 7 N0 3 . 

Calculated | C, 7613. H. 5 14: N. 4 23 
Found | C. 75 90. H, 5.20: N. 4 46 



C 9-[(Phenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[0262] A solution of the 9-{(phenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (200 mg, 0 6 mM) in 4 mL MeOH 
and 40 mL concentrated aqueous ammonium hydroxide was sonicated for 30 h at 40-50 °C The mixture was diluted 
with ethyl acetate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted threo times with ethyl acetate 
The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, filtered, and concen- 
trated. The residue was purified by column chromatography on silica gel (elution with gradient methylene chlonde/ethyl 
acetate) to afford 50 mg (26%) of the 9-{(phenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as a white solid. ' H NMR 
(DMSOde) S 10 5 (s 1H). 8 S (br s. 1H), 8 4 (br s. 1 H), 7.85 (dd. 1H, J=1 and 8 Hz). 7 5-7 1 (m, 9H), 6 6 (d 1H. J=8 
Hz), and 5 8 (s, 2H) IR (KBr. cm ') 3423. 3198. 3063 1631. 1599. 1579. 1562. 1496 1442. 1330. 1261 1215. 775. 
and 697 MS (ES) m/e 315. 317 



Elemental Analyses for C^H^N^ 

Calculated j C. 75 95. H. 5 06, N 8 86 
Found ! C 74 88. H 5 40. N. 7.78 



D {9-((Phenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 

[0263] 40% Methanols Triton B (0 11 mL. 0 24 mM) was added to a solution of the 9-{(phenyl)methyl|-4-hydroxy- 
5-carbamoyl carbazole (70 mg, 0 22 mM) in 20 mL DMF at 0 °C After 15 minutes, methyl bromoacetate (70 mg. 0 44 
mM) was added and the resultant m ixture stirred at room temperature for 5 h The mixture was diluted with ethyl acetate, 
washed with 1 N HCI, H 2 0, and saturated brine, dried over magnesium sulfate, filtered, and concentrated. The residue 
was combined with the crude material derived from a similar run utilizing 45 mg (0 1 4 mM [0 36 mM total]) of 9-((phenyl) 
methyl]-4-hydroxy-5-caroamoy I carbazole. The combined residues were punfied by column chromatography on silica 
gel (elution with ethyl acetate) to afford 76 mg (54%) of the {9-[(phenyl)methyl|-5-carbamoylcarbazol-4-yl)oxyacetic 
acid, methyl ester as a white solid. 'H NMR (DMSO-d6) 8 7 65 (d. 1H. J=8 Hz), 7 5 (br s. 1H), 7.4-7.15 (m. 9H), 7 1 
(d, 1H. J=8 Hz), 6 6 (d. 1H. J=8 Hz), 5.7 (s. 2H). 4 9 (s, 2H), and 3 75 (s. 3H) IR (KBr, cm ') 3367. 3200, 1760, 1643, 
1579. 1496. 1452. 1427 1216. 1157. 772, and 716. MS (FD) m/e 388 



Elemental Analyses for CgjHjo^C^ 

Calculated ] C. 71 13: H. 5.15: N . 7 22 
Found | C. 70 77 H. 5.49: N. 6 79. 

E {9-{(Phenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, sodium salt 

[0264] A solution of the {9-((phenyl)memyl]-5-carbamoyk»rbazol-4-yl}oxyacetic acid, methyl ester (10 1 mg, 0 025 
mM) and 0025 mL (0 025 mM) of 1 N NaOH in 3 mL of ethanol was stirred for 16 h at 25 °C The resultant white 
preciprtate was collected by filtration, washed with a small amount of EtOH. then dried in vacuo to afford 7. 1 mg (70%) 
ol the (9-{(phenyl)methyl]-5-carbarnoy1carbazol-4-yl)oxyacetic aod, sodium salt as a white powder 'H NMR (DMSO- 
d6) 8 7 6 (d. 1 H, J=8 Hz), 7 5-7.05 (m, 11 H) 6 55 (d. 1 H, J=8 Hz). 5.75 (s. 2H). and 4.3 (s, 2H) IR (KBr, cm 1 ) 3471 . 
1657. 1615. 1591. 1496. 1453. 1412. 1330, 1272, and 1151. MS (ES) m/e 373. 375. 397 Elemental Analyses for 
C 22 H 17 N 2 0 4 Na: C. 66 67. H. 4 29, N, 7 07 Found C. 66 75: H. 4 55. N. 6.83 
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EXAMPLE 25 

Preparation of i9-[(3-nuorophenyl)methyl]-5-carbarnoylcarbazol-4-ylJoxyacetic acid 
S [0265] 



to 



IS 



20 




F 



A. 9-[(3-Fluorophenyl)memyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 

2S 

[0266] 40% Methanoic Tnton B (2 06 mL. 4.53 mM) was slowly added dropwise lo a solution of 5-carbomethoxy- 
1.2-dihydro-9H-carbazol-4(3H)-one (930.0 mg. 382 mM) in 5 mL ot DMF at 0 "C Alter 5 minutes. 3-fluorobenzyl 
chloride (664.0 mg, 4 59 mM) was added and the resultant mixture stirred at 0 *C tor 3 h then at room temperature 
for 20 hours. The mixture was diluted with ethyl acetate washed three times with 1 N HCI. three times with I^O. once 
30 with saturated brine, dried over anhydrous magnesium sulfate, filtered, and concentrated. The residue was purified by 
column chromatography on silica gel (elution with gradient methylene chlonde/ethyl acetate) to afford 502 3 mg (37%) 
ot the 9-[(3-nuorophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one as a yellow foam. 'H NMR (CDCI 3 ) 
8 7.4-7 2 (m. 4H), 6.9 (m. 1 H). 6 7 (m, 2H), 5 35 (s, 2H). 4.05 (e, 3H), 2 9 (t. 2H J=6 Hz), 2 65 (t. 2H. J=6 Hz), and 2 3 
(m 2H) IR (CHCI 3 . crrr') 3050 2950. 1725, 1654. 1464, 1451. 1440. 1268 and 1119 MS (ES) m/e 350. 352 

35 



Elemental Analyses for C 21 H l8 N0 3 F- 


Calculated 
Found 


C. 71.78. H.5.16. N.3.99 
C 72.00- H.4.95: N.411 



40 

B 9-[(3-Ftuorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0267] A solution of the 9-{{3-fluorophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one (434.0 mg. 1 23 
mM) and 2 3-dichtoro-5. 6-dicyanc-1 . 4-benzoquinone (324.0 mg, 1 42 mM) in 20 mL of toluene was stirred between 
45 70-80 "C for 5 h The mixture was purified directly by column chromatography on silica gel (elution with methylene 
chloride) to afford 1 37 0 mg (32%) of the 9-[(3-fluorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole as a yellow 
foam. 'H NMR (DMSO-dS) 8 10 2 (s. 1H), 7.7 (d 1H. J=8 Hz), 7.4 (t. 1H, J=8Hz), 7.3 (m, 2H), 7 2 (d. 1H. J=3 Hz). 
7.1 (d. 1H. J=8 Hz), 7 05-685 (m. 3H). 6.6 (d. 1H, J=8 Hz), 5.65 (s. 2H), and 385 (s. 3H) IR (CHCI3, cnrr 1 ) 3200 (or), 
1667. 1597. 1452. 1442. 1285. and 1267 MS (ES) m/e 348. 350 



Elemental Analyses for C 21 H 16 N0 3 F. 


Calculated 
Found 


C, 72.20: H.4.62: N. 4 01. 
C. 72 30: H 4.66: N. 4.04. 



55 

C. 9-[(3-Fluorc^henyl)methyl]-4-hydrc«y-5-carbamoyl carbazole 

[0268] A solution of the 9-[<3-fluorophenyl)methyl]-4-hydr xy-5-carbomethoxy carbazole (1 30 8 mg. 0 37 mM) in 5 
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mL THF and 20 mL concentrated aqueous ammonium hydroxide was sonicated tor 5 h at 40-50 °C The mixture was 
diluted with ethyl acetate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted twice with ethyl acetate. 
The combined organic extracts were washed with saturated brine, dned over magnesium sulfate, filtered and concen- 
trated The residue was purified by column chromatography on silica gel (elulion with gradient methylene chloride/ethyl 
acetate) to afford 57 4 mg (45%) of the 9-|(3-fluorophenyl)me(hyl|-4-hydroxy-5-carbamoyl carbazole as a white solid ' H 
NMR(OMSO-d6)8 10 5(s. 1H). 8 8(brs. 1H). 8 4(brs 1H), 7 8(dd 1H, J=1 and 6 Hz) 7 5 (m 2H). 7 3 (m 2H). 
7 15-7 0 (m. 2H). 6 95 (d. 1H. J=8 Hz). 6 85 (d, 1H. J=8 Hz). 6.6 (d. 1H. J=8 Hz), and 5 7 (s. 2H) IR (CHCI3, cm ') 
3431. 3200 (br). 1628 1614 1600. 1580. 1546. 14B8. 1448. 1329. 1261, and 776. MS (ES) m/e 333 335 



10 



Elemental Analyses for C2oH l5 N 2 0 2 F 


Calculated 
Found 


C, 71.85. H.4 52: N 8 38 
C, 74 45 H.601: N 8 48 



is D {9-{(3-Fluorophenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacetic acid tert-butyl ester 

[0269] 40% Methanolc Triton B (0 086 mL, 0 19 mM) was added to a solution of the 9-{(3-fluorophenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (51 9 mg. 0 155 mM) in 3 mL DMF at room temperature After 3 minutes t-butyl 
bromoacetate (87 8 mg. 0 44 mM) was added and the resultant mixture stirred at room temperature for 5 hours The 

20 mature was diluted with ethyl acetate, washed four times with HjO and saturated brine dried over magnesium sulfate 
filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with gradient 
methylene chlonde/ethyl acetate) to afford 44 0 mg (63%) of the (9-[(3-fIuorophenyl)methylJ-5-carbamoylcarbazol-4-yl} 
oxyacetic acid, tert-butyl ester as a white solid. 'H NMR (DMSO-d6) 8 7.6 (d 1H. J=8 Hz). 7 5-6 8 (m. 10H) 6 55 (d 
1H. J=8 Hz), 5.7 (S. 2H). 4.8 (S, 2H). and 1 45 (S. 9H) IF) (CHCI3, cm») 3450, 3400. 1746. 1674, 1592, 1457 1369. 

2S and 1151 MS (FD) m/e 448 



Elemental Analyses for C^H^N^F. 

Calculated I C. 69 63: H. 5 62. N. 6 25 
Found j C.69 35. H.5.44 N 6 23 



E. {9-|(3-Fluorophenyl)methyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid 

[0270] A solution of the (9-[(3-fluorophenyl)methy11-5-carbamoylcarbazol-4-yl)oxyacetic acid, tert-butyl ester (40 0 
as mg, 0 089 mM) in 2 mL of tnfluoroacetic acid was stirred at room temperature for 5 hours The solvent was removed 
in vacuo The residue was triturated with ethyl ether, then dried in vacuo to afford 35 0 mg (100%) of the {9-{(3-fluor- 
ophenyl)methyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid as a white powder 'H NMR <0MSO-d6) 8 13 0 (br s 1H), 
7.75 (s. 1H). 7.6 (d, 1 H. J=8 Hz). 7 5-7.25 (m, 5H). 7 2-6.8 (m. 4H), 6 6 (d, 1H, J=8 Hz), 5 7 (S. 2H), and 4.8 (s. 2H) 
IR(KBr.crrr«) 3423. 3400, 1736.1637. 1615 1589 1499.1487 1450. 1436. 1331, 1250. and 1156 MS(ES)m/e391 
40 393 



Elemental Analyses for C^H^^F 

Calculated j C. 67 34. H.4 37: N. 7 14 
Found j C 67.63 H. 4 22. N 7 35 



so 



ss 
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EXAMPLE 26 

Preparalton ol {9-[(3-Chlorophenyl)melhyl]-5-carbamoylcarbazol-4-yl|oxyacetic acid 
S [0271] 



10 



IS 



20 




CI 



A 9-((3-Chlorophonyl)methyl)-S-cartx3methoxy-1 .2-dihydrocarbazol-4(3H)-one 

25 

[0272] A suspension of 5-carbomethoxy-1 .2-dihydro-9H-carbazol-4(3H)-one (527 0 mg. 2 17 mM), 3-chlorobenzyl 
bromide (802 2 mg, 3 90 mM). a catalytic amount of sodium iodide (ca 1 mg). and potassium carbonate (500.0 mg. 
3 62 mM) was stirred at room temperature for 1 50 hours The mixture was diluted with ethyl acetate, washed five times 
with H z O. once with saturated bnne. dried over anhydrous magnesium sulfate, filtered and concentrated The residue 
oo was purified by column chromatography on silica gel (elution with gradient methylene chloride/ethyl acetate) to afford 
537 1 mg (67%) of the 9-[(3K:hlorc^henyl)methyn-5K»rbomethoxy-1.2-dihydrocarbazoi-4(3H)-one as a yellow 
foam 'H NMR (CDCI 3 ) 57 5-7 2 (m. 5H). 7 1 (s 1H). 6 85 (m. 1 H). 5 35 (s. 2H|. 4 05 (s 3H), 2 9 (t. 2H. J=6 Hz). 2 65 
(t 2H. J=6 Hz), and 2 3 (m . 2H) IR (CHCI 3 cm" 1 ) 3050. 2950. 1725. 1654, 1464 1444. 1432. 1288 and 1120 MS 
(ES) m/e 366 368 370 



Elemental Analyses for C 21 H ie N0 3 CI 

Calculated j C. 68 57 H 4 93. N, 3 81. 
Found j C. 68 61. H. 4 92. N, 3.70 

B 9-{(3-Chlcrophenyl)methylH-hydroxy-5-<»rbomethc*y carbazole 

[0273] A solution of the 9-(!3-chlorophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one (480 5 mg. 1 31 
mM) and 2.3-dichloro-5. 6-dicyano-1 4-benzoquinone (325 7 mg 1 43 mM) in 50 mL ol toluene was stirred between 
45 70-80 "C lor 3 hou rs The mrxt ure was purified directly by column chromatography on silica gel (elution with methylene 
chloride) to afford 1 72 6 mg (36%) of the 9-f(3<hlorophenyl)methyll-4-hydroxy-5-carbomethoxy carbazole as a yellow 
foam , HNMR(CDCI 3 |6104(s. 1H).8 05(d. 1H, J=8Hz) 76(d 1H, J=8 Hz). 7.4 (m. 2H). 7 3-7 1 (m. 3H). 6 9-6 7 
(m. 3H) 5 55 (s 2H), and 4.15 (s 3H) IR (CHCfe. cm-') 3200 (br). 1684. 1598. 1442. 1428. 1331. 1285. and 1267 
MS (ES) m/e 364, 366. 368 

50 



Elemental Analyses for C 2] H 16 N0 3 CI: 


Calculated 
Found 


C.68 95. H.4.41: N. 3 83 
C 69 23. H 4 52. N. 3.88. 



55 

C 9-[(3-Chtorophenyl)methylJ-4-hydroxy-5-earbam yt carbazole 

[0274] A solution of the 9-|(3-chloroph nyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (156 2 mg 0 43 mM) in 5 
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mL THF and 20 mL concentrated aque us ammonium hydroxide was sonicated for 5 hours at 40-50 "C The mixture 
was diluted with ethyl ac tat and acidified to pH 1 with 5 N HCI. The aqueous layer was extracted twice with ethyl 
acetate. The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, filtered, and 
concentrated. The residue was purified by column chromatography on silica gel (aluuon with gradient methylene chlo- 
s ride/ethyl acetate) to afford 69.7 mg (47%) of the 9-[(3-chlorophenyl)methylJ-4-hydroxy-5-carbamoyl carbazole as a 
white 6olid 'H NMR (DMSO-d6) 5 10.5 (s. 1H), 0.8 (br s, 1H). 8.4 (brs, 1H1, 7 8 {dd. 1H, J=1 and 8 Hz), 7 45 (m. 2H), 
7.3(m,3H), 7 2(s. 1H). 7 1 (d, 1H, J=B Hz), 6.95 (s. 1H),6 6(d. 1 H, J=8 Hz), and 5.7 (s, 2H) IR (CHCfe, cm ') 3433, 
3202 (br), 1630. 1600. 1580. 1564. 1433. 1330. 1261. and 776. MS IES) m/e 349. 351. 353. 



10 Elemental Analyses for C^H^NjOgCI 

Calculated ] C, 68.48: H.4 31: N. 7 99 
Found j C 66.64: H 4 55; N, 7.93 

is D (9-l(3-Chlorophenyl)methyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid, tort-butyl ester 

[0275] 40% Methanolic Tnton B (0 053 mL. 0.12 mM) was added to a solution of the 9-{(3-chlorophenyl)methyl|- 
4-hydroxy-5-carbamoyt carbazole (33.2 mg, 0 12 mM) in 2 mL DMF at room temperature. After 3 minutes, t-butyl 
bromoacetate (53.8 mg. 0.27 mM) was added and the resultant mixture stirred at room temperature for 20 h The 

20 mixture was diluted with ethyl acetate, washed four times with H^O, once with saturated brine, dried over magnesium 
sulfate, filtered, and concentrated. The residue was purified by column chromatography on silica gel (eluton with gra- 
dient methylene chlonde/ethyl acetate) to afford 42.1 mg (95%) of the (9-{(3-chlorophenyl)methyl]-5-carbarnoylcarba- 
zol-4-ylfOxyacetic acid, tert-butyl ester as a white solid 'H NMR (DMSOd6) 8 7 6 (d, 1H. J=8 Hz), 7 5-6.8 (m. 10H), 
6 55 (d, 1H. J=8 Hz). 5 7 (s. 2H), 4.8 (s. 2H), and 1.45 (s, 9H). IR (CHCI 3 , cnr") 3450. 3400, 1744. 1676, 1591 1457 

25 1369. and 1150 MS (FD) m/e 464, 466 



Elemental Analyses for C^H^NjC^CI 

Calculated ] C, 67.17 H.5 42: N. 6 03 
M Found i C, 67.17; H.5 65: N. 5.97 

E. {9-[(3-Chlorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 

[0276] A solution of the (9-[(3-chlorophenyl)memyl]-5-carbanroyl<arbazrt-4-yl}oxyacetic acid, tert-butyl ester (35 6 
as mg. 0.077 mM) in 2 mL of trifluoroacetic acid was stirred at room temperature for 6 hours The solvent was removed 
in vacuo. The residue was triturated with ethyl acetate, then dried in vacuo to afford 31 .4 mg (100%) of the {9-[(3-chb- 
rophenyljmethyll-s-carbamoylcart^d^-ylroxyacetic acid as a white powder. 'H NMR (DMSO-d6) 8 13 0 (br s, 1H), 
7 75 (s. 1H), 7 6 (d, 1H. J=8 Hz). 7.4-7.25 (m. 7H). 7 2 (d, 1H. J=8 Hz). 7.0 (brt. 1H). 6 6 (d, 1H. J=8 Hz). 5.7 (s. 2H). 
and48(s. 2H). IR (KBr. cm" 1 ) 3456, 3416. 3335. 1735, 1633, 1617. 1580, 1499, 1452, 1431. 1431. 1329, 1255, 1157. 
40 772, 764. and 71 7. MS (ES) m/e 407. 409, 41 1 . 



45 



Elemental Analyses for C^^N^CI 


Calculated 
Found 


C.64 63. H, 4 19; N, 6 85 
C, 64.55. H.4.12. N, 6.74 



so 



55 
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EXAMPLE 27 

Preparalion of {H(3-ph8noxyph8nyl)methyrj-5-carbamoylcarbazol-4-yl)oxyacetic acid 
[0277] 




A 9-((3-Phenoxyphenyl)methyl|-5-carbomethoxy-l .2-dihydrocarbazol-4(3H)-one 

[0278] 40% Methanolic Triton B ( I 53 mL, 3 4 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
1 .2-dihydro-9H-carbazol-4(3H)-one (554.6 mg, 2.28 mM) in 5 mL of DMF at 25 "C After 5 minutes. 3-phenoxybenzyl 
chloride (746 0 mg. 342 mM) was added and the resultant mixture stirred at room temperature for 24 hours The 
mixture was diluted with ethyl acetate, washed three times with IN HCI. three limes with once with saturated 
brine, dried over anhydrous magnesium sulfate filtered, and concenlrated The residue was purified by column chro- 
matography on silica gel (elution with gradient methylene chbride'ethyl acetate) to afford 563.6 mg (58%) of 9-{(3-phe- 
noxyphenyl)methyl|-5-carbomethoxy-i .2-dihydrocart>azol-4(3H)-one as a thick yellow oil 'H NMR (DMSO-d6) 8 7 7 
(dd. 1H J=1 and 8 Hz). 7 4-7 2 (m 6H). 7 1 (t. 1H J=8 Hz), 6 95 (m 2H). 6 8-6 7 (m, 2H). 5.55 (s 2H). 3.75 (s, 3H) 
3 0 (t. 2H. J=6 Hz), 2 45 (t. 2H. J=6 Hz), and 2 1 (m , 2H). IR (CHCI 3 , cnr') 3050. 2950. 1725, 1653. 1 585. 1487. 1465. 
1268, 1252, and 1119. MS (ES) m/e 426 



Elemental Analyses for C 27 H 23 N0 4 : 

Calculated j C. 76 22: H. 5 45. N. 3 29. 
Found | C. 76.21: H, 5 35. N, 3 36. 

B 9-[(3-Phenoxyphenyl)methyll-4-hydroxy-5-carbomethoxy carbazole 

[0279] A solution of the 9-{(3-phenoxyphenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazoM(3H)-one (544 5 mg. 
1 .28 mM) and 2,3-dichbro-5.6-dicyano-1 ,4-benzoquinone (337.5 mg, 1 .48 mM) in 20 mL of toluene was stirred between 
70-80 °C for 4 hours. The mixture was purified directly by column chromatography on silica gel (etutton with methylene 
chloride) to afford 107 0 mg (20%) of 9-{(3-phenoxyphenyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole as a yellow 
powder <H NMR (DMSOd6) 5 10 4 (s, 1H).7.7(d. 1 H, J=8 Hz). 7 4-6.7 (m. 13H).655(d, 1 H. J=8 Hz), 5 65 (s. 2H), 
and3 85(S,3H) IRtCHCIj.crrr'JS^Ibr). 1687. 1597. 1584. 1487. 1441.1332. 1284, 1267. and 1252 MS(ES)rrv 
6 422.424. 



Elemental Analyses for C27H 21 N0 4 : 


Calculated 
Found 


C. 76.58: H, 5 00. N, 3 31. 
C, 76 68: H, 5 20. N. 3 40. 
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c) 9-[(3-Phenoxyphenyl)methylJ-4-hydroxy-5-carbamoyl carbazole 

[0280] A solution of the 9-[(3-phenoxyphenyl)methy l]-4-hydroxy-5-caibomethoxy carbazole (1 00 0 mg. 0.24 mM) in 
5mLTHF and 20 mLconcentratedaqueous ammonium hydroxide wassoncatedfor 24hoursat 40-50°C The mixture 

s was diluted with ethyl acetate and acidified to pH 1 with 5 N HO. The aqueous layer was extracted twice with ethyl 
acetate The combined organic exlracts were washed with salur...ed brine, dried over magnesium sulfate, filtered, and 
concentrated. The residue was purified by column chromatography on silica gel (elution wrth gradient methylene chlo- 
ride/ethyl acetate) to afford 41 .0 mg (43%) of the 9-[(3-phenoxyphenyl)methyl]4-hydroxy-5<arbamoyl carbazole as a 
white solid. 'H NMR (DMSO-d6) 8 10.5 (s. 1H), 8 8 (brs. 1H),B4 (brs, 1H), 7.8 (dd, 1H. J=1 and 8 Hz). 7 5-6.7 (m, 

10 1 3H). 6 6 (d. 1 H. J=8 Hz) and 5 7 (s 2H) MS (ES) m/e 407, 409 



Elemental Analyses for C^H^NjOg 


Calculated 
Found 


C. 76.46: H, 4.94. N. 6 86 
C. 75.66: H, 5.29; N . 6 58 



D {94(3-Phenoxyphenyl)methyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid, tert-butyl ester 

[0281] 40% Methanols Tnton B (0.054 mL. 0 1 2 mM) was added to a solution of the 9-((3-phenoxyphenyl)methyl|- 
zo 4-hydroxy-5-carbamoyl carbazole (39.5 mg. 0 10 mM) in 3 mL QMF at room temperature After 3 minutes, t-butyl 
bromoacetate (54.8 mg. 0 27 mM) was added and the resultant mixture stirred at room temperature for 5 hours The 
mixture was diluted with ethyl acetate, washed lour times with np. once with saturated brine, dried over magnesium 
sulfate filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with gra- 
dient methylene chloride/ethyl acetate) to afford 33.0 mg (65%) of the {9-[(3-phenoxyphenyl)methyl]-5-carbamoyicar- 
25 bazol-4-yl)oxyacelic acid, tert-butyl ester as a while solid 'H NMFt (DMSOd6)8 7 6 fd 1H, J=8 Hz), 7 5-6 8 (m. 15H). 
6.55 (d 1H, J=8 Hz). 5 7 (s, 2H), 4 8 (s. 2H) and 1 45 (s. 9H) IR (KBr. cm"') 3450, 1748 1670 1582. 1486. 1246. 
1225 and 1151 MS (ES) m/e 523 



Elemental Analyses for C^^N^g. 


Calculated 

Found 



C, 73 55. H. 5 79: N. 5.36 
C.7384. H 5 83: N.5.30 



E. {9-{(3-Phenoxyphenyl)methyl|-5-carbamoylcart>azol-4-yl| oxyacetic acid 

35 

[0282] A solution of the {9-|(3-phenoxyphenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid tert-butyl ester (30 0 
mg, 0.063 mM) in 2 mL of trifluoroacetic acid was stirred at room temperature for 6 hours The solvent was removed 
in vacuo. The residue was dried in vacuo to afford 30.0 mg (100%) of the {9-[(3-phenoxyphenyl)methyl|-5-carbamoyl- 
carbazol-4-yl]oxyacetic acid as a white powder 'H NMR (OMSO-d6) 5 130 (br s, 1H). 7 75 (s. 1H). 7 6 (d, 1H. J=8 
40 Hz). 75-6.8(m. 14H),66(d. 1H. J=8 Hz). 57(s 2H). and 4 8 (S, 2H). IR (KBr, cm -1 ) 3450. 3400 1740,1651,1592. 
1565. 1487. 1457. 1441 1329. 1250. and 1158. MS (ES) m/e 465, 467. 



Elemental Analyses for C^H^N^: 

Calculated { C, 7209. H. 4 75 N. 6 00 
Found I C, 67 65 H. 4.64: N, 6 02 



so 



55 
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EXAMPLE 28 

Preparation oj |9-[(2-Fluorophcnyl)melhyl]-5<arbamoylcarbazol-4-yl|oxyacelic acid 
5 [02S3] 



10 



IS 



20 




A 9-((2-Fluorophenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

[0284] 40% Methanolic Triton B (2 82 mL. 6 2 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
« 1 ,2-dihydro-9H-carbazol-4(3H)-one (1 27 g. 5 22 mM) in 10 mL of DMF at 25 °C After 5 minutes. 2-fluorobenzyl bro- 
mide (i 1 9 g. 6 2 mM) was added and the resultant mixture stirred at room temperature for 1 7 days The mixture was 
diluted with ethyl acetate washed five times with HgO once with saturated brine, dned over anhydrous magnesium 
sulfate, filtered, and concentrated The residue was purified by column chromatography on silica gel (elutcn with gra- 
dient methylene chloride/ethyl acetate) to afford 1 00 g (55%) of the 9-{(2-fluorophenyl)methylJ-5-carbomethoxy-1 .2-di- 
30 hydrocarbazol-4(3H)-one as a tan foam 

1 HNMR(DMSO-d6)877(dd 1H J=1 and 8 Hz) 7 4-7 2 (m, 4H). 7.1 (t. 1H J=8 Hz) 6 7 (t. 1 H, J=8 Hz). 5 65 is. 
2H), 3 8 (s. 3H) 3 0 (I. 2H. J=6 Hz), 2 45 (t. 2H. J=6 Hz), and 2 1 (m. 2H) IR ICHCI3 cm" 1 ) 3050 2950. 1725. 1652. 
1464. 1441. 1288 and 1120 MS (ES) m/e 350. 352. 



35 



Elemental Analyses for C 21 H 18 N0 3 F. 


Calculated 
Found 


C. 71 78. H. 5 16. N. 3 99 
C. 71 51. H.5 08. N 3 85 



40 B 9-[(2-Fluorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0285] A solution of the 9-{(2-nuwc^enylynethyl|-5-carbOTnethoxy-1.2-dihydrocarbazol-4(3H)-one (1 00 g. 2.85 
mM) and 2.3-dichloro-5.6-dicyano-1.4-benzoc|uinone (800 0 mg 3 51 mM) in 50 mL of toluene was stirred between 
70-80 °C for 6 h The mixture was purified directly by column chromatography on silica gel (elution with methylene 
4S chloride) to afford 250 0 mg (25%) of the 9-{(2-fluorophenyl)methylI-4-hydroxy-5-carbomethyoxy carbazole as a dark 
solid. 'H NMR (DMSO-CJ6) 610 2 (s. 1H). 7 7 (d. 1H J=8 Hz). 7 4 (t. 1H. J=8 Hz). 7.3-6 85 (m. 6H). 6 75 (dt. 1H. J= 
5 and 8 Hz). 6 6 (d. 1H, J=8 Hz). 5 7 (s, 2H). and 3.85 (s 3H). IR (CHCfe. cm"') 3200 (br) 1666. 1598, 1490. 1442, 
12E5 126e. 1230. and 1139 MS (ES) m/e 348. 350. 



so 



Elemental Analyses for C^H^NOjF. 


Calculated 
Found 


C 72 20. H.4 62. N. 4 01. 
C. 7132. H.4 75. N. 4 11 



ss C 9-[(2-Fluorophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[0286] A solution of the 9-{(2-fluorcphenyl)melhyl]-4-hydroxy-5-carbomethoxy carbazole (237 5 mg, 0 68 mM) n 1 0 
mL THF and 40 mL concentrated aqueous ammonium hydroxide was sonicated for 20 h at 40-50 °C The mixture was 
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diluted with ethyl acetate and acidified to pH 1 with 5 N HCI. The aqueous layer was extracted twice with ethyl acetate. 
The combined organic extracts were washed with saturated bi me. dried over magnesium sulfate filtered, and concen- 
trated The residue was purified by column chromatography on silica gel (elution with gradient methylene, chloride/ethyl 
acetate) to afford 89 7 mg (40%) of the 9-[(2-fluorophenyl)methyl)-4-hydroxy-5-carbamoyl carbazole as a white solid 'H 
s NMR <DMSO-d6) 8 10 5 (s. 1H). 8.S (br s, tH), 6 4 (br s. 1H), 7 8 (dd, 1H, J=1 and 8 Hzi, 7 5-6 9 (m, 7H), 6 65 (m. 
2H). and 5 75(s 2H). IR (KBr cm-i)3395, 3192 (br). 1621. 1599. 1580. 1564. 1491. 1455. 1334, 1261. and 774 MS 
(ES)m/e333 335 



Elemental Analyses forC^H^N^F 

Calculated j C. 71 85: H. 4.52. N. 8 38 
Found j C. 72 57. H. 4 88. N. 7.84. 

D (9-[(2-Fluorophenyl)methyl]-5-carbamoylcart)a2ol-4-yl}oxyacetic acid, methyl ester 

is 

[0287] 40% Methanols Tnton B (0 14 mL. 0 31 mM) was added to a solution of the 9-f(2-fluorophenyl)methyl]-4-ny- 
droxy-5-carbamoyl carbazole (51 9 mg. 0 155 mM) in 5 mL DMF at room temperature After 3 minutes, methyl bro- 
moacetate (110 5 mg. 0 72 mM) was added and the resultant mixture stirred at room temperature for 20 hours The 
mixture was diluted with ethyl acetate, washed lour times with H s O once with saturated brine, dried ever magnesium 

20 sulfate, filtered, and concentrated. The residue was punfied by column chromatography on silica gel (elution with gra- 
dient methylene chloride/elhyl acetate) to alford 72 8 mg (71 %) of the {9-[(2-fluorophenyl)methyl)-5-carbamoylcarba- 
zol-4-yl)oxyacetic acid methyl ester as a white solid. 'H NMR (DMSO-d6) 5 7 65 (d. 1H. J=8 Hz), 7 5 (s, 1 H) 7.4-7 2 
(m. 5H), 7 15(s. 1H), 7 1 (d, 1H. J=8 Hz). 7 05(1. 1H. J=8 Hz). 6 7 (t, 1H. J=8 Hz), 6 55 (d. 1H, J=8 Hz). 5 7 (s. 2H), 
4.85(s,2H),and37 (s. 3H). IR (CHCI 3 , cm-') 3436. 1763, 1675,1457. 1327. 1208. 1198. 1150. 1102,772. 756, and 

2S 719. MS(FD)m/e407 



Elemental Analyses for C 23 H 19 N 2 0 4 F 

Calculated j C. 67.97: H. 4.71; N.6.89 
Found j C.68 00: H.4.92. N, 6 75 



E {9-((2-Fluorophenyl)melhyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 

[0288] A solution of the {9-((2-fluorophenyl)methyl]-5-carbamoylcarbazol-4-yl f oxyacetic acid, methyl ester (47 9 mg, 
35 0118 mM) and 0 28 mL (0 28 mM) of 1 N NaOH in 10 mL of methanol was sonicated for 6 hours at 50-60 8 C, then 
slirred at room temperature for 16 hours The mixture was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI 
The aqueous layer was extracted twice with ethyl acetate. The combined organic extracts were washed with saturated 
bnne. dried over magnesium sulfate, filtered, and concentrated to afford 42.8 mg (92%) of the (9-[(2-f1uorophenyl) 
melhyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid as a white powder 'H NMR (DMSOd6) 8 7 75 (s, 1H). 7 6 (d, 1H. 
40 J=8 Hz), 7 5-7.25 (m. 6H). 7 15(d. 1H, J=8 Hz». 7 05 (dt, 1H, J=1 and 8 Hz). 6 75 (dl, 1H. J=1 and 8 Hz),. 665 (d 
1H,J=8Hz).5.7(S.2H).and4 8(s. 2H) IR (KBr, cm ') 3428. 3400. 1737, 1635 1617.1583.1572.1500 1491.1453 
1434, 1330. 1248, 1153. 1098, 760. and 714 MS (FD) m/e 392 



Elemental Analyses for C 22 H 17 N 2 0 4 F 

Calculated j C. 67 34. H. 4 37 N 7 14 
Found j C. 66 65. H. 4 55. N. 6 92 



so 



55 
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EXAMPLE 29 

Preparation of i9-[(2^nfluoromethylphenyl)methylJ-5-carbamoylcarbazol-4-yl}oxyacetic acid 
» [0289] 



10 



IS 



20 




A 9-t(2-Tnfluoromethylphenyl)mathyl]-5^rbomethoxy0.2<Jihydra:afbazoM(3H)Kxie 

[0290] 40% Melhanolic Triton B (2 1S ml. 4 3 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
1 2-dihydro-9H-carbazol-4(3H)-one (973 mg. 4 0 mM) in 10 mL of DMF at-10 °C After 30 minutes. 2-(trifluoromethyl) 
benzyl bromide (1 3 g. 5 2 mM) was added and the resultant mixture stirred at room temperature for 23 hours The 
mixture was diluted with ethyl acetate, washed five times with H z O. once with saturated brine, dried over anhydrous 
magnesium sulfate, filtered, concentrated, and dried in vacuo to afford 1 34 g (B3%) of the 9-|(2-trifluoromethylphenyl) 
methyl]-5-caibomethoxy-1 ,2 dihydrocarbazol-4(3H)-one as a tan solid. 'H NMR (CDCIg) 67 7 (d 1 H. J=8 Hz), 7 4-7 1 
(m. 5H), 6 4 (d. 1H J=8 Hz). 5 5 (s. 2H). 4 05 (s. 3H). 2 8 (t. 2H. J=6 Hz). 2 6 (t. 2H. J=6 Hz), and 2 2 (m. 2H) IR (KBr. 
cm"') 1729 and 1656. MS (ES) m/e 402 



Elemental Analyses for C^H^NC^. 

Calculated j C. 6583: H.4.52: N 349: F. 14.20. 
Found | C. 66 07- H.4 59 N 320: F. 13.95 



B 9-[(2-Trifluoromethylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

■to [0291] A solution of the 9-[(2-trifluoromethylphenyl)methyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one (1 21 g 
3.00 mM) and 2,3-<iichloro-5.6-dicyanc-1.4-benzoquinone (764 mg 3 3 mM) in 25 mL of toluene was stirred between 
80-90 °C tor 7 h The mixture was purified directly by column chromatography on silica gel (elution with methylene 
chloride) to afford 340 0 mg (26%) of the 9-{(2-tnfluoromethylphenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole 
as a brown powder 'H NMR (CDCI 3 ) 810 4 (s. 1 H). 8 0 (d. 1 H, J=8 Hz). 7.7 (d lH.J=8Hz) 7 5-7 2(m.5H) 685(m 

4S 2H). 6 45 (d. 1 H, J=8 Hz). 5.7 (s. 2H). and 4 1 (s, 3H) IR (CHCIg. crrr') 3200 (br) and 1677 MS (ES) m/e 398. 400 





Elemental A 


nalyses for C^H^NCvjFg 






Calculated 


C, 66 17: H.4 04, N, 3.51: 


F 14 27. 


50 


Found 


C. 66 93. H. 4 06. N. 3.54: 


F. 14 00. 



C 9-[(2-Tnnuoromethylphenyl)methyl|-4-hydroxy-5-carbamoyl carbazole 



[0292] A solution of the 9-{(2-tnfluoromethy Ipheny l)methy l]-4-hydroxy-5-carbomethoxy carbazole (31 0 mg. 0 77 mM) 
ss m 5 mL THF and 20 mL concentrated aqueous ammonium hydroxide was sonicated for 25 hours at 40-50 °C The 
mixture was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI. The aqu ous layer was extracted twice with 
Ihyl acetate. The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, filtered, 
and concentrated The residu was purified by column chromatography on silica gel (elution with gradient methylene 
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chloride/ethyl acetat ) to afford 1 45 mg (49%) of th 9-[(2-lrinuoromelhylphenyl)m thyl)-4-hydroxy-5-carbarrtoyl car- 
bazole as a white solid. 'H NMR (DMSO-d6) 5 10 5 (s. 1 H). 8.8 (br s. 1 H), 8.4 (br s. 1 H), 7 8 (d. 1 H, J=8 Hz), 7 6-7 2 
(m. 6H), 6 85 (d. 1H. J=8 Hz). 66 (d, 1H. J=8 Hz). 6 25 (d, 1H. J=8 Hz), and 5.8 (s. 2H). IR (KBr, cm"') 3460, 3360 
and 1589 MS (ES) m/e 383. 385 



Elemental Analyses for C 21 H, 5 N 2 02F 3 : 


Calculated 
Found 


C. 65.62: H, 3.93. N. 7.29: F, 14.83. 
C.6565. H, 3.94; N. 751. F. 14.94. 



D |94(2-Trifluororiemylphenyl)melhyll-5<arbarrKjylcarbazol-4-yl}oxyacetic acid, methyl ester 



[0293] 40% Methanols Triton B (0. 1 8 mL 0 4 mM) was added to a solution of the 9-{(2-trifluoromethylphenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (120 mg. 0.31 mM) in 5 mL DMF at room temperature After 15 minutes, methyl 
bromoacetate (98 5 mg, 0.62 mM) was added and the resultant mixture stirred at room temperature for 4.5 hours The 
mixture was diluted with ethyl acetate, washed four times with HgO. 1 N HCI HaO. sat. NaHCOj, and saturated brine, 
dried over magnesium sulfate filtered and concentrated The residue was punfied by column chromatography on silica 
gel (elution with gradient methylene chloride/ethyl acetate/THF) to afford 95 mg (67%) of the {9-{(2-trifluoromethylphe- 
nyl)methyl]-5-carbamoytearbazol-4-yl)oxyacetic acid, methyl ester as a white solid 'H NMR (CDCI 3 ) 8 7.7 (d. 1 H. J=8 
Hz), 7 5-7 2 (m. 6H), 6.95 (d. 1H. J=8 Hz), 66 (d, 1H. J=8 Hz). 6.45 (d. 1H, J=8 Hz), 6 3 (brs. 1H), 6 1 (brs, 1H). 5 7 
(s. 2H). 4 9(s. 2H). and3 9(s. 3H) IR (CHCtj, cm -1 ) 1763 and 1674 MS(ES)m/e457 



Elemental Analyses for C^Jri x9 N^0 4 F 3 

Calculated j C. 63 16: H. 4 20 N, 6.14. 
Found • C. 61 82. H. 4 31 N. 5 86. 



E. (9-{(2-Tnfluorcfflethylphenyl)methyr]-5-carbamoylcarbazol-4-yl)oxyacetic acid 



[0294] A solution of the (9-{(2-trifluorcmethylphenyl)methyl]-5-<art)amoylcarbazol-4-yl)oxyacetic acid, methyl ester 
(70 mg, 0 153 mM) and 0 21 mL (0 21 mM) of 1 N NaOH in 5 mL of methanol was sonicated for 23 hours at 50-60 "C 
The methanol was removed in vacuo and the mixture acidified to pH 1 6 with 1 N HCI. The resultant white precipitate 
was collected by filtration, washed with HaO. small amounts of MeOH and diethyl ether, then dried m vacuo to afford 
59 mg (38%) of the (9-((2-lrifluc<omethyrphenyl)metnyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid as a whitepowder. 1 H 
NMR (DMSO-d6) 6 13.0 (br s, 1H), 7 8 (d. 1H. J=8 Hz). 7 75 (s. 1H). 7.5-7 3 (m. 6H). 7 1 (d. 1 H, J=8 Hz), 7.05 (d. 1H. 
J=8 Hz), 6 6 (d. 1H. J=8 Hz), , 6.3(d. 1H. J=3 Hz). 5.8 (s. 2H), and 4.8 (s. 2H) IR (KBr, cm-') 1737 and 1635. MS (ES) 
m/e 441 , 443 



Elemental Analyses for C g3 H i1 Nfi 4 F 3 



Calculated 
Found 



C, 62.45, 
C.60 86: 



H. 3.87. 
H 3.89: 



N, 6 33, 
N. 6.08. 



F. 12.86 
F, 12.59 



EXAMPLE 30 

[0295] Preparation of {9-[(2-benzylphenynmethyl]-5-carbamoytearbazoM-yl]oxyacetic acid, sodium salt 
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5 



10 




IS 

A 2-Benzylbenzyl bromide 

[0296] A solution of phosphorus tnbromide (2 1 mL. 6 0 g. 22 1 mM) in 30 mL of carbon tetrachloride was slowly 
added dropwise to solution of 2-benzylbenzyl alcohol (1 98 g. 10 mM) in 70 mL of carbon tetrachloride at 0 "C The 
20 mixture was stirred at 0 "C for 2 hours then at room temperature for 2 hours The solvent was removed in vacuo and 
the residue diluted with ethyl acetate and saturated aqueous sodium bicarbonate The organic layer was washed with 
brine, dried over magnesium sulfate, filtered and concentrated to afford 2 6 g (99%)of 2-benzylbenzyl bromide as a 
yelbwsolid 'HNMRfDMSO-cBlS? 5-70(m, 9H) 4 7(s,2H).and4.15(s 2H) IR (CHO,. cm') 3065. 1601, 1495and 
1453 MS (FD) m/e 260. 262 

25 



Elemental Analyses for C 14 H 13 Br 


Calculated 
Found 


C. 64 37. H 4.98. N 0 00 
C. 65 26 H 5.26 N. 0.00 



30 

B 9-|(2-Benzylphenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

[0297] 40% Methanolic Triton B (0 95 mL 21 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
1.2-dihydro-9H-carbazol-4(3H)-one (510 mg 2 1 mM) in 30 mL of DMF at-10 'C. After 3 minutes. 2-benzylbenzyl 

as bromidB (546 mg. 2.1 mM) was added and the resultant mixture stirred at room temperature for 6 hours The mixture 
was diluted with ethyl acetate and 1 N HCI. washed twice with HjO. once with saturated brine dried over anhydrous 
magnesium sulfate, filtered, concentrated and dried m vacuo The reside was purified by column chromatography on 
silica gel (elution with ethyl acetate) to afford 324 mg (36%) of the 9-{(2-benzylphenyl)methyl|-5-carbomethoxy-1 2-di- 
hydrocarbazol-4(3H)-one as a tan solid 1 H NMR (CDCI 3 ) 6 7 45-7 0 (m, 10H). 6 9 (d. 1 H. J=8 Hz). 6.3 (d. 1H. J=8 Hz) 

40 5 2 (s. 2H), A 15 (s. 2H). 4 05 (s. 3H). 2 5 (m. 4H) and 2 1 (m . 2H) IR (KBr. cm') 1726 1653 1466 1443 1411 
1263. 1200 1119. and 749 MS (ES) m/e 422. 424 



Elemental Analyses for C^HjjNOj 

Calculated j C. 79 43 H 5 91 N. 3 31 
Found | C. 79 59. H. 5 94 N. 3 32 



C 9-[(2-Benzylphenyl)methyl|-4-hydroxy-5-carbomethoxy carbazole 

so [0298] A solution of Ihe 9-[(2-benzylphenyl)rrethyl]-5-carbomethoxy-1,2-dihydrocarbazol-4(3H)-one (480 mg. 1 14 
mM) and 2.3<Jichloro-5.6-dicyano-1 4-benzoquinone (250 mg 5 0 mM) in 30 mL of toluene was stirred between 80-90 
°C for 5 hours The mixture was purified directly by column chromatography on silica gel (elution with methylene chlo- 
ride/ethyl acetate) to afford 166 mg (35%) of the 9-I(2-benzylphenyl)methylJ-4-hyc»roxy-5-carbomethyoxy carbazole as 
a yellow solid 'H NMR (CDCI 3 )6 10 4 (s. 1H). 3 0 (d. 1H J=8 Hz). 7 4-7 0 (m 11H),6.8(d 1H, J=8Hz) 66(d 1H. 

55 J=8Hz) 64(d 1H J=8Hz).5 4(s.2H).4 25(s.2H) and41 (s 3H) IR(CHCI 3 .cm- , )16E4 1597.1495. 1452 1442. 
1 333 1294. 1269. and 1140 MS (ES) m/e 420. 422 
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D. 9-[(2-Beniylphenyl)methyl]-4-hydroxy-5-carbam yl carbazole 

[0299] A solution of the 9-{(2-benzylphenyl)melhyl]-4-hydroxy-5<arbomelhoxy carbazole (166 mg 0 39 mM) in e 
mL THF and 30 mL concentrated aqueous ammonium hydroxide was sonicated lor 30 hours at 40-50 °C. The mixture 
was diluted with ethyl acetate and acidified to pH 1 with S N HCI The aqueous layer was extracted twice with ethyl 
acetate The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, filtered, and 
concentrated The residue was purified by column chromatography on silica gel (eluton with ethyl acetate) to afford 
70 mg |44%) of the 9-|(2-benzylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as a white solid. 'H NMR (C0CI 3 ) 6 
8.0 (d. 1H. J=8Hz), 7 4-7 0{m, 12H), 6.8 (d. 1H. J=8 Hz). 6 6 (d, 1H, J=8 Hz). 6 5 (m. 1H) 6.4 (m, 1H), 5 8(s. 1H), 
5 4 (s, 2H). and 4 2 (s 2H) MS (ES) m/e 405. 407 

E {9- [(2-Benzylphenyl)methyl]-5-carbamoylcarbai:ol-4-ylloxyacetic acid, methyl ester 

[0300] 40% Methanolic Triton B (0.12 mL. 0 26 mM) was added to a solution of the 9-[(2-benzylphenyl)methyl)- 
4-hydroxy-5-carbamoyl carbazole (70 mg. 0.17 mM) in 10 mL DMF at 25 "C After 3 minutes, methyl bromoacetate 
(55 mg 0 34 mM) was added and the resultant mixture stirred at room temperature for 25 hours. The mixture was 
diluted with ethyl acetate, washed with 1 N HCI, HgO. and saturated bnne, dried over magnesium sulfate filtered, and 
concentrated. The residue was purified by column chromatography on silca gel (eluton with ethyl acetate) to afford 
60 mg (73%) of the (9-{(2-benzytphenyl)methyl]-5-carbamoylcarbazol-4-yl]oxyacet]c acid, methyl ester as a white 
solid 'H NMH (CDCy 8 7 4-7 00 (m. 14H). 6 65 (d. 1H, J=8 Hz). 6 55 (d. 1 H. J=8 Hz). 6 4 (d, 1H. - J=8 Hz). 5.4 (s, 
2H), 4 95 (s. 2H). 4 2 (s. 2H). and 3 80 (s. 3H) IR (KBr, cm ') 3414. 3186. 1759. 1625. 1583. 1500. 1452. 1424. 1340. 
1325. 1213. 1199. and 1108 MS (ES) m/e 477 479. 



Elemental Analyses for C^H^N^: 


Calculated 
Found 


C.7531. H.5 44; N. 5 86 
C.7508 H. 561: N. 5 70 



F. {9-{(2-Benzylphenyl)methyl]-5-carbamoytcarbazol-4-yl}oxyacetic acid, sodium salt 

[0301] A solution of the (9-[(2-benzy Ipheny l)methy l]-5-carbamoy lcarbazol-4-y l)oxyacet ic acid, methyl ester(l6 2mg. 
0 034 mM) and 0.034 mL (0.034 mM) of 1 N NaOH in 3 mL of ethanol was stirred for 1 6 hours at 25 °C. The resuftant 
white precipitate was collected by filtration, washed with a small amount of EtOH. then dried in vacuo to afford 7 1 mg 
(70%) of the {9-{(2-benzylphenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, sodium salt as a white powder <H 
NMR (DMSO-d6) 8 7 5-6 8 (m. 14H). 6 65 (d. 1H. J=3 Hz). 6 55 (d 1H. J=8 Hz) 6 05 (d. 1H. J=8 Hz). 5 55 (s. 2H). 
4.35 (s. 2H). and 4.3 (s. 2H) IR (CHCI 3 . crrr 1 ) 1666. 1616. 1495. 1452. and 1422 MS (ES) m/e 463. 465 



Elemental Analyses for CggH^N^Na: 


Calculated 
Found 


C, 71 60. H, 4 73. N 5.76 
C. 6468; H. 4 79: N. 5 08 
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EXAMPLE 31 

Preparation ol |9-[(3-tnfIuoromethy(phenyl)methyq-5-carbamoylcarbazol-4-yl}oxyacetK acid, sodium salt 
[0302] 




A. 9-|(3-Tntluorornethylphenyl)methyl]-5^rbomQBioxy0.2<Jihydrocarbazol-4(3H)-one 

[0303] 40% Methanols Triton B (2 16 mL 4 B mM) was slowly added dropwtse to a solution of 5-carbomelhoxy- 

1 2-dihydro-9H-carbazol-4(3H)-one (973 mg. 4 0 mM) in 10 mL of DMF at-10 "C After 30 minutes. 3-itnfluoromethyl) 
benzyl chloride (1 .53 g. 6 0 mM) and sodium iodide (900 mg 6 0 mM) were added and the resultant mixture stirred at 
room temperature lor 25 hours The mixture was diluted with ethyl acetate, washed five times with Hp. 1 N HCI. H 2 0 
sat NaHC0 3 . and saturated brine, dried over anhydrous magnesium sulfate, filtered, concentrated, and dried in vacuo. 
The residue was purified by column chromatography on silica gel (elution with gradient methylene chloride/ethyl ace- 
tate) to afford 1 02 g (63%) of the 9-[(3-tnfluoromethylphenyl)methyll-5-carbomethoxy -1 ,2-dihydrocarbazol-4(3H)-one 
asatan solid 'H NMR (CDCI 3 ) 8 7.6 (d 1H. J=8 Hz). 7.45-7 2 (m, 5H). 7 0 (d 1H. J=3 Hz). 5 4 (s. 2H). 405 (s, 3H), 

2 85 (t. 2H J=6 Hz). 2 6 (t. 2H J=6 Hz) and 2 2 (m. 2H). IP. (KBr. cm"') 1727 and 1652 MS (ES) m/e 400. 402 



Elemental Analyses for C22H, 8 N0 3 F 3 : 

Calculated { C. 65.83- H. 4.52: N. 3.49: F 14.20 
Found | C, 65 63: H. 4 58. N. 3 39. F. 14 14 



B 9-[(3-Trifluoromethylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0304] A solution of the 9-((3-trifluoromethvlphenyl)methyll-5-carbc<nethoxy-1 2-d*iydrocarbazol-4(3H)-one ( 1.21 g. 
3 00 mM) and 2.3-dichloro-5.6-dicyano-1 .4-benzoquinone (764 mg. 3.3 mM) in 25 mL of toluene was stirred between 
80-90 °C lor 7 hours The mixture was punfied directly by column chromatography on silica gel (elution with methylene 
chloride) to afford 340.0 mg (26%) of the 9-{(3-tnfluoromethylpheny1)methyl)-4-hydroxy-5-carbomethyoxy carbazole 
as a yellow solid 1 H NMR (CDCy 8 1 0.35 (s. 1 H), 8.0 (d, 1 H. J=8 Hz), 7.6-7. 3 (m. 6H), 7 05 (d. 1 H. J=8 Hz), 6 B5 (m. 
2H). 5.6 (s. 2H), and 4 1 (s. 3H) IR (CHCI3. cm'') 337B and 1712. MS (ES) m/e 398, 400. 



Elemental Analyses for C^H^NC^Fj 

Calculated j C. 66 17: H. 4.04: N. 3.51 
Found j C, 66.99: H. 4.12: N. 3.53 F. 



C 9-{(3-Trifluoromethylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[0305] A solution of the 94(3-trifluOTomemylpheny0memyl|-4-hydroxy-5<arbomethoxy carbazole (250 mg. 0 625 
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mM) in 5 mL THF and 20 mL concentrated aqueous ammonium hydroxide was sonicated lor 30 h at 40-50 "C. The 
mixture was diluted with ethyl acetat and acidified to pH 1 with 5 N HCI The aqueous layer was extracted three times 
with ethyl acetate The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, 
filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with gradient 
e methylene chlonde/ethyl acetate) to afford 1 20 mg (50%) of the 9-[(3-trifluoromethylphenyl)methyl]-4-hydroxy-5-car- 
bamoyl carbazote as a white solid. 'H NMR (DMSO-d6) 5 10 5 (s. 1H) 8 8 (br s, 1H). 8 4 (br s. 1H). 7.8 (d, 1H. J=8 
Hz), 7.G-7 5 (m, 5H), 7.3 (t. 1H. J=8 Hz). 7 15 Id. 1H. J=8 Hz). 7 1 (d. 1H. J=9 Hz). 6.6 (d. 1H. J=8 Hz), and 5 8 (s. 
2H). IR- (KBr. cm"') 3429. 3206. and 1630 MS (ES) m/e 383. 385 



Elemental Analyses for C 21 H 1S N 2 0 2 F 3 

Calculated | C, 65 62; H 3 93: N. 7 29 
Found I C. 67 50. H, 4 00; N. 7 1 9. 



rs D. {94(3-Tnf1uorcfnethylphenyl)methyn-5Harbarnoylcarbazol-4-yl)oxyacetic acid, methyl ester 

[0306] 40% Methanolic Triton B (0. 18 mL. 0.4 mM) was added to a solution of the 9-[(3-trifluoromethylphenyl)methyl]- 
4-hydroxy-5-carbamoyl carbazole (1 1 5 mg, 0 3 mM) in 5 mL DMF at room temperature. After 1 5 minutes, methyl bro- 
moacetate (95 mg, 0.6 mM) was added and the resultant mixture stirred at room temperature for 22 hours The mixture 

20 was diluted with ethyl acetate, washed four times with HgO. 1 N HCI, H a O, sat. NaHCO a . and saturated brine, dried 
over magnesium sulfate filtered, and concentrated The residue was purified by column chromatography on silica gel 
(elution with ethyl acetate) to afford 120 mg (83%) of the (94(3-tnfluoromethylphenyl)methylJ-5-carbamoylcarbazol- 
4-yl)oxyacetic acid, methyl ester as a white solid 'H NMR (CDCI3) 8 7 5-7.2 (m, 7H). 7 1 (d. 1 H. J=8 Hz). 7 0 (d. 1 H, 
J=8Hz),66|d 1H.J=8Hz) 6.4(brs. 1H), 60(brs. 1H) 5.55 (s, 2H), 4.9 (s. 2H), and 3 9 (s, 3H). IR (KBr, cm - ') 1763 

ss and 1673 MS (ES) m/e 457. 



Elemental Analyses lor C^HjgN^Fg. 

Calculated j C. 6316. H.4 20. N. 6.14. 
Found j C, 61 37, H. 4 19 N. 5.77. 



E {94(3-Trinuoromethylphenyl)methyl]-5-carbarnoylcarbazol-4-yl)oxyacetic acid, sodium salt 

[0307] A solution of the (9^(3-trrflucfomelhylphenyl)methyl|-5K»rte acid, methyl ester 

ss (91 mg.0.153mM)and0 22mL(0 22mM)of 1 NNaOHin8mLof ethanol was stirred for 17 hat 25 4 C Theethanol 
was removed in vacuo The resultant white precipitate was collected by filtration, washed with small amounts of EtOH 
and diethyl ether, then dried in vacuo to afford 75 mg (81%) of the {9H(3-trifluoromethylphenyl)methyl]-5-carbamoyl- 
carbazol-4-yl|oxyacetic acid, sodium salt as a white powder. 'H NMR (DMSO-d6) 8 7.65 (s. 1 H). 7.6 tm. 4H), 7 45 (t. 
1H.J=8 Hz). 7.35 (t. 1H. J=8 Hz). 7 3 (t, 1H, J=8Hz).7 2(d, 1H. J=8 Hz), 7 1 (d. 1H. J=8 Hz), 7 05 (d. 1H. J=8 Hz), 
40 6.5 (d. 1H. J=8 Hz), 5.75 (s. 2H). and 4 3 (s. 2H) IR (KBr, cnr«) 1665 and 1618 MS (ES) m/e 441 , 443 



Elemental Analyses for C 22 H 16 N 2 0 4 F 3 Na 


Calculated 
Found 


C.59 49: H, 3.47 N. 6.03 
C, 60 69. H. 3.78 N, 5 75 



50 



' 55 
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EXAMPLE 32 

Preparation of {9-[(1-naphthyl)methyl|-5-cart>amoylcarba20l-4-yl(oxyacetic acid, sodium salt 
S [0308] 



10 



15 



20 




A. 9-[(l-Naphthyl)methyl|-5-carbomethoxy-l .2-dihydrocarbazol-4(3H)-one 

[0309] 40% Methanols Triton B (i 6 mL 3.6 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
l.2-dihydro-9H-carbazol-4(3H)-one (670 mg. 36 mM) in 30 mL of DMF at 25 "C After 5 minutes, l-chloromethyl 
naphthylene (642 mg. 3 6 mM) and sodium iodide (450 mg. 3.0 mM) were added and the resultant mixture stirred at 
room temperature for 25 hours. The mixture was diluted with ethyl acetate, washed five times with HjO. 1 N HCI. H a O. 
sat NaHCO a . and saturated brine, dried over anhydrous magnesium sulfate, filtered, concentrated, and dried in vacuo 
The residue was purified by column chromatography on silica gel (elution with ethyl acetate) to aflord 560 mg (41%) 
ol the 94(1 -naphthyl)methyl|-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one as a yellow solid 'H NMR (CDCI 3 ) 88 0 
(d. 1H. J=B Hz). 7.9 (d, 1H. J=8 Hz). 7 7 (d 1H. J=8 Hz), 7 6 (t. 1H. J=8 Hz) 7.55 (t. 1H J=8 Hz). 7 35 (d, 1H, J=6 
Hz). 7 15-7 05 (m. 3H). 6 4 (d, 1H. J=8 Hz), 5.8 (s. 2H), 4.05 (s. 3H). 28 (t, 2H, J=6 Hz), 2 55 (t. 2H. J=6 Hz), and 2.2 
(m. 2H) IR (KBr. cm-') 1721, 1646. 1464. 1448, 1438, 1285. 1122, 796. and 761. MS (ES) m/e 382 384 



Elemental Analyses for C^H^NOj. 

Calculated j C. 78 33. H. 5.48. N, 3.66 
Found | C. 76.28. H, 5.46: N. 3 93 



B 9-[(1-Naphthyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

4s [0310] A solution of the 9-[(1-naphthyl)methy1h5-carbomethoxy-1,2-dihy^ (540 mg, 1 4 mM) 

and 2.3-dichbro-5.6-dK:yano-1 ,4-benzoquinone (304 mg, 1 33 mM) in 30 mL of toluene was stirred between 80-90 °C 
for 5 hours The mixture was purified directly by column chromatography on silica gel (elution with ethyl acetate) to 
afford 240 0 mg (45%) of the 9-[(l -naphlhyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow solid 'H NMR 
(DMSO-d6) 8 10.25 (s. 1H). 8 35 (d. 1H, J=8 Hz). 8.0 (d, 1 H, J=8 Hz). 7 8 (d. 1H. J=8 Hz). 7 6-7 1 (m, 7H). 6 9 (d, 1H 

SO J=8 Hz). 6.6 (d 1 H. J=8 Hz). 6 3 (d. 1H. J=8 Hz), 6 15 (s. 2H), and 3 8 (s, 3H) IR (CHCU. cm-') 1685. 1598 1442 
1269. and 1140 MS (ES) m/e 380, 382 



Elemental Analyses for C2sH 19 N0 3 

Calculated j C. 78.74. H. 4 99. N. 367 
Found ! C. 7867, H. 5 14. N. 3 54 
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C. 9-[(1-Naphlhyl)m thyl]-4-hydroxy-5-carbamoyl carbaz le 

[0311] A solution of the 9-((1-naphthyl)m8thyl]-4^iydroxy-5-carbomethoxy carbazole (21 0 mg, 0 55 mM) in 10 mL 
THF and 30 mL concentrated aqueous ammonium hydroxide was sonicated for 20 hours at 40-50 °C The mixture was 
diluted with ethyl acetate and acidified to pH 1 with 5 N HCI. The aqueous layer was extracted three times with ethyl 
acetate. The combined organic extracts were washed with saturated brine, dried over magnesium sulfate, filtered, and 
concentrated. The residue was purified by column chromatography on silica gel (eluton with gradient hexanes/ethyl 
acetate) to afford 80 mg (40%) of the 9-{(1-naphthy0methyl]-4-hydroxy-5-carbarnoyl carbazole as a white solid 1 H 
NMR(DMSO-d6)8l0 55(s. 1H). 3 8(brs, 1H) 6.4 (brs, 1H),8 35(d. 1H J=8 Hz). 7 95 (d, 1H. J=8Hz). 7 8(d. 1H. 
J=8 Hz) 7 65 (m, 4H), 7 45 (m, 2H) 7 25 (t. 1H. J=6 Hz). 7 15 (t. 1H J=8 Hz) 6 9 (d. 1H. J=8 Hz), 6 6 (d. 1H J=8 
Hz), and 6 2 (s. 2H) MS (ES) m/e 365, 367 

D |94(1-Naphthyl)methyl]-5-carbamoylcarbazol-4-yl)oxyaceticacid. methyl ester 

[0312] 40% Methanolic Triton B (0 2 mL, 0.26 mM) was added to a solution of the 9-f(1-naphthyl)methyll-4-hydroxy- 
5-carbamoyl carbazole (80 mg. 0.22 mM) in 7 mL DMFat room temperature After 15 minutes, methyl bromoacetate 
(40 mg. 0.3 mM) was added and the resultant mixture stirred at room temperature for 3 hours. The mixture was diluted 
with ethyl acetate, washed twice with H 2 0, and once with saturated brine, dried over magnesium sulfate, filtered, and 
concentrated The residue was purified by column chromatography on silica gel (eluton with ethyl acetate) to afford 
81 mg (85%) of the {9-{(1 -naphthy0methyl]-5H5arbamoylcarbazol-4-yl}oxyacetic acid, methyl ester as a white solid. 'H 
NMR (CDCI 3 ) 8 8.2 (d, 1 H. J=8 Hz), 8.05 (d, 1 H, J=8 Hz), 7 85-7 0 (m. 11 H), 6.65 (d, 1 H, J=6 Hz), 6 3 (d, 1 H, J=8 Hz). 
6 2 (s. 2H). 4 95 (s. 2H). and 3.8 (s. 3H) IR (KBr. cm- 1 ) 3354. 1739. 1630. 1582. 1500. 1455. 1285 1232. 1153, and 
774. MS (FD) m/e 438 



Elemental Analyses for C^H^N^ 

Calculated j C. 7397: H. 5 02. N.6 39 
Found jC. 7166. H, 5.14. N. 5.96. 



E. {9-{(1 •Naphthyl)methyl]-5-carbamoylcarbazol-4-ylJoxyacetic acid, sodium salt 

[031 3] A solution of the {9-((1 -naflhthyl)methyll-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester (21 mg, 0.048 
mM) and 0.05 mL (0.05 mM) of 1 IM NaOH in 5 mL of ethanol was stirred for 20 hours at 25 °C. The resultant white 
precipitate was collected by filtration washed with a small amount of EtOH, then dried in vacuo to afford 17 mg (80%) 
of the (9-{(1-narjhthyl)methyl]-5-camamoylcarbazol-4-yl)oxyaceticacid sodium salt as a white powder 1 H NMR (DM- 
SO-d6) 8 8 4 (d. 1 H. J=8 Hz). 8.05 (d. 1 H. J=8 Hz). 7 8 (d. 1H, J=8 Hz), 7 75-7.2 (m. 8H). 7 1 (d. 1H. J=8 Hz). 6 95 (d. 
1H.J=8Hz).6 55(d. 1H, J=8 Hz). 6 3 (d. 1H. J=8Hz), 6 15 (s, 2H), and4 4(s 2H) IR (KBr. crrr 1 ) 1664, 1615. 1595. 
1455. 1408, 1324. 1275. and 775. MS (ES) m/e 423. 425. 



Elemental Analyses for C x H,dN£> A Ha: 
Calculated j C. 69 96. H, 4 26: N 6 28. 
Found j C. 67 91 H, 4 24. N, 5 76 
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EXAMPLE 33 

Preparation of {9-|(2-cyanophenyl)rnelhyl]-5-carbamoylcarba2ol-4-yl)oxyacetic acid sodium salt 
s [0314] 



10 



IS 



20 




A 9-[(2-Cyanophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one 

[0315] 40% Methanols Triton B (2 16 ml. 4 3 mM) was slowly added dropwise to a solution ot 5-carbomethoxy- 
1 2-dihydro-SH-carbazol-4(3H)-one (973 mg. 4 0 mM) in 1 0 mL of DMF at 25 °C. After 1 0 minutes a-bromo-o-tolunitnle 
( 1 0 g 5 0 mM) was added and the resultant mixture stirred at room temperature for 30 hours The mixture was diluted 
with ethyl acetate washed frve times with H^O, 1 N HCI. H a O, sat NaHC0 3 . H a O, and saturated brine, dned over 
anhydrous magnesium sulfate, filtered, concentrated. The residue was triturated with diethyl ether and methylene 
chloride then dried m vacuo to afford 1 31 g (91%) of the 94(2K^anophenyl)methyl]-5-carbomethoxy-1.2-dhydrocar- 
bazol-4(3H)-one as a tan solid 1 H NMR (CDCI 3 ) 5 7 75 (dd, 1 H. J=1 and 8 Hz) 7 5-7 2 (m. 5H). 6 6 (d. 1H. J=3 Hz) 
5 55 (s. 2H). 4.05 (s 3H). 2 95 (t. 2H. J=6 Hz). 2 6 (t. 2H. J=6 Hz), and 2 25 (m. 2H) IR (KBr, cm" 1 ) 2222. 1711 and 
1650. MS (ES) m/e 357. 359 



Elemental Analyses for C^H^N^C^ 

Calculated j C. 7373. H.5 06: N. 7 82 
Found | C. 73 62. H, 5 34: N. 7 59 



40 B 9-[2-Cyanophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0316] A solutionof the 9-l(2-cyanophenyl)methyl|-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one (1 27 g, 3 5 mM) 
and 2.3-dichloro-5.6-dicyano-1 4-benzoquinone (892 mg, 3 85 mM) in 25 mL of toluene was stirred at reflux for 7 hours 
The mixture was purified directly by column chromatography on silica gel (elutton with methylene chloride) to afford 
4S 305 mg (24%) of the 9-[(2-cyanophenyl)methyll-4-hydroxy-5-carbomethyoxy carbazole as a yellow solid 'H NMR 
(CDOj) 6 1 0 35 is 1 H). 8 0 (d. 1 H J=8 Hz). 7 75 (d. 1 H, J=8 Hz), 7 5-7 2 (m. 5H) 6 85 (m. 2H). 6 6 (d. 1 H J=8 Hz) 
5 75 (s. 2H). and 4 1 (s. 3H) IR (CHCI 3 . cm" 1 ) 3025, 2223, and 1686 MS (ES) m/e 355, 357 



Elemental Analyses for C^H^N^. 


Calculated 
Found 


C, 74 15 H.4.53 N 7 86 
C. 72.99; H.4 41. N. 7 65 



C 9-[(2-Cyanophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

55 

[0317] A solution of the 94(2-cyanophenyl)mettiyl]-4-hydroxy-5-carbornethoxy carbazol (295 mg. 0.83 mM) in 5 mL 
THF and 20 mL concontrated aqueous ammonium hydroxide was sonicated for 22 hours at 40-50 "C Th mixture was 
diluted with ethyl ac tate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted three times with ethyl 
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ac tate. The combined organic xtracts w re washed with HgO and saturated brhe, dried ov r magn sium sulfat . 
filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with gradient 
hexanes/ethyl acetate) to afford 140 mg (49%) of the 9-((2-cyanophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as 
a tan solid. 'H NMR (DMSO-d6) S 10.5 (s. 1H), 0.8 (br s, 1H). 8.4 (brs. 1H), 7.9 (d. 1H J=8 Hz). 7.75 (d, 1H. J=8 Hz), 
s 7 5-7 4 (m. 4H). 7.25 (t, 1H. J=8 Hz). 7 0 (d. 1H. J=8 Hz). 6 6 (d. 1H. J=8 Hz). 6 4 (m. 1H) and 5.85 (s. 2H). IR (KBr. 
cm-') 3448. 3356. 2225 1628, and 1600 MS (ES) m/e 340. 342 



Elemental Analyses for C 21 H, 5 N;P2- 
, 0 Calculated j C. 73.89: H, 4 43. N, 1231 

Found I C. 73.39: H, 4.56. N . 13.32 

D. {9-{(2-Cyanophenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester 

is [031 8] 40% Methanols Triton B (0.24 ml_, 0.53 mM) was added to a solution of the 9-f(2-cyanophenyl)melhyl]-4-hy- 
droxy-5-caroamoyl carbazole (1 40 mg. 0 41 mM) in 5 ml. DMF at room temperature After 1 5 minutes, methyl bromoa- 
cetate (1 30 mg. 0 82 mM) was added and the resultant mixture stirred at room temperature for 24 hours The mixture 
was diluted with ethyl acetate, washed four times with HjO. 1 N HCI. H 2 0, sat NaHC0 3 , and saturated brine, dried 
over magnesium sulfate, filtered, and concentrated. The residue was purified by column chromatography on silica gel 

zo (elution with gradient methylene chloride/ethyl acetate/THF) to afford 1 16 mg (68%) of the |9-[(2-cyanophenyl)methyl]- 
5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester as a white solid 'H NMR (CDCU) 6 7 75 (d. 1 H. J=8 Hz). 7.5-7 2 
(m. 6H). 6 95 (d. 1 H. J=8 Hz). 6.6 (d. 2H. J=8 Hz),), 6.3 (br s. 1H). 6 1 (br s. 1 H). 5 75~(s. 2H), 4.9 (s. 2H). and 3 8 (s 
3H) IR (KBr, cm-') 2228. 1732. and 1675 MS (ES) m/e 412, 414. 



Elemental Analyses for C 24 H 19 N 3 0 4 


Calculated 
Found 


C. 69.72; H 4 63 N. 10.16 
C. 70 00. H. 4.69. N, 10.32. 



M E {94(2-Cyancfihenyl)memylJ-5-carbamoylcarbazol-4-yl}oxyacetic acid, sodium salt 

[0319] A suspension of the {94(2<yanophenyl)rnethyl]-5-cart>amoylcarbazol-4-yl}oxyacetic acid, methyl ester (110 
mg, 0.266 mM) and 0 29 mL (0.29 mM) of 1 N NaOH in 5 mL of ethanol was sonicated for 2 hours at 25 °C The 
resultant white precipitate was collected by filtration, washed with small amounts of EtOH, diethyl ether, and hexanes. 
as then dried in racuoto afford 107 mg (95%) of the (9-f(2H^ancvhenyl)methyll-5-<art)amoylcartjazol-4-yl)oxyacelic acid, 
sodium salt as a white powder. ' H NMR (DMSCKJ6) 8 7 9 (d. 1 H. J=8 Hz). 7 6 ( br s. 1 H), 7 5 (d, 1 H. J=8 Hz). 7 45-7.4 
(m, 3H) 7 35 (t, 1H. J=8 Hz), 7.25 (t. 1H. J=8 Hz). 7 1 (d, 1H. J=8 Hz). 7 05 (d. 1H, J=8 Hz) 6.55 (d, 1H. J=8 Hz), 6.4 
(d. 1H. J=8 Hz). 5.8 (s, 2H). and 4 3 (s. 2H) IR (KBr, cm- ') 2220, 1652, and 1613. MS (ES) m/e 398, 400 



40 


Elemental Analyses for C^H^N^Na. 




Calculated 


C. 65.56: H. 3 83. N, 9 97 




Found 


C, 65.61: H.3.71. N.9.89. 



45 



SO 



55 



BNSOOCtD: <EP__08621«SA2_L» 
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EXAMPLE 34 

Preparation of [9-[(3<yanophenyl)methyll-5K;arbarTwylcarba70l-4-yl|oxyacetic acid 
[0320] 




N 



A. 9-[(3-Cyanophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one 

[0321] A suspension ol 5-carbomethoxy-i ,2-d9iydro-9H-carbazol-4(3H)-one (973 mg. 4 0 mM). a-bromo-m-toluni- 
Irile (1 0 g. 4 9 mM). and potassium carbonate (553 mg, 4 0 mM) in 10 mL of DMF was stirred at 25 "C tor 24 hours 
The mixture was diluted with ethyl acetate, washed five times with HjO. 1 N HCI. HfeO. sat NaHC0 3 . H 2 O t and saturated 
brine, dried over anhydrous magnesium sulfate, filtered, concentrated. The residue was dried in vacuo to afford 1 18 
g (62%) of the 9-[(3-cyanophenyl)methyl]-5-carbomethoxy -1.2-dihydrocarbazol-4(3H)-one as a tan solid 'H NMR 
(CDCI 3 ) 8 7 65-7 2 (m. 6H), 7 15 (d. 1H. J=9 Hz), 5.4 (3. 2H). 4.05 (s, 3H). 2 85 (t, 2H. J=6 Hz). 2 6 (t, 2H J=6 Hz), 
and 2 25 (m. 2H) in (KBr, cm"') 2226. 1729. and 1646 MS (ES) m/e 357. 359. 



Elemental Analyses for C^H^NjC^ 


Calculated 
Found 


C. 73 73. H. 5 06. N. 7 82 
C, 70 18. H. 4 97: N. 7 07. 



B 9-[(3-Cyanophenyl)methylJ-4-hydroxy-5-carbomethoxy carbazole 

[0322] A solution of the 9-{(3-cyanophenyl)methyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one (1 . 1 5 g, 3 2 mM) 
and 2,3-dichk>ro-5,6-dicyano-1 .4-benzoquinone (81 5 mg. 3 52 mM) in 25 mLof toluene was stirred at reflux for 2 hours. 
The mixture was purified directly by column chromatography on silica gel (elution with methylene chloride) to afford 
120 mg (10%) of the 9-{(3-cyanophenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow solid 'H NMR 
(CDCI3) 8 10 35 (s. 1H), 8.0 (d, 1H. J=8 Hz), 7 6-7 2 (m, 7H), 6 85 (m. 2H). 5.55 (s, 2H), and 4 1 (s. 3H) IR (KBr, cnr 1 ) 
3063 3025. 2234 and 1685 MS (ES) m/e 355, 357. 



Elemental Analyses for C^H^N^ 


Calculated 
Found 


C.7415. H.4 53: N, 7 86 
C, 73 36: H.4 51. N, 8 06. 



C 9-[(3-Cyanophenyl)methyl)-4-hydroxy-5-carbamoyl carbazole 

[0323] A solution of the 9-[(3-cyanopheny0methylJ-4-hydroxy-5-carbometh xy carbazole ( 1 1 4 mg. 0 32 mM) in 5 mL 
THF and 20 mL concentrated aqueous ammonium hydroxid was sonicated for 7 hours at 40-50 °C The mixture was 
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diluted with thyl acetat and acidilied to pH 1 with 5 N HCI The aqueous layer was extracted thr e times with thyl 
acetate The combined organic extracts were washed with H 2 0 and saturated brine, dried over magnesium sulfate, 
filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with gradient 
hexanes/ethyl acetate) to afford 40 mg (49%) of the 9-{<3-cyar»phenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as 
s awhitesolid 'H NMR (DMSO-d6) 5 10 5 (s. 1H).88(brs. 1H).84(brs. 1H).7.8(d, 1H, J=8 Hz). 7 7 (d. 1H.J=8Hz). 
7 6 (s. 1H), 7.5-7.4 (m. 3H), 7 3 (l, 1 H. J=8 H2), 7 25 (d. 1H. J=8 Hz), 7.1 (d. 1H. J=8 Hz). 6 6 (d 1H. J=8 Hz), and 
5.75 (s, 2H) IR (KBr. cm"') 3430. 3347, 2231, 1628, and 1601 MS (ES) m/e 340. 342. 



Elemental Analyses for C 2 ,H 1S N30 2 . 


Calculated 
Found 


C. 73 89. H, 4.43: N, 12 31 
C 75.20: H. 4 80: N, 12 15 



D {94(3-Cyanophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, tert-butyl ester 

15 

[0324] 40% Methanolic Triton 8(0.06 mL, 013 mM) was added to a solution of the 9-{(3-cyanophenyl)methyll-4-hy- 
droxy-5-carbamoyl carbazole (34 1 mg, 0.1 mM) in 5 mL DMF at room temperature After 1 minute, tert-butyl bromoa- 
cetate (40 mg, 0 2 mM) was added and the resultant mixture stirred at room temperature for 24 h The mixture was 
diluted with ethyl acetate, washed four times with HjO. 1 N HCI, H 2 0. sat NaHCOj. and saturated bnne. dried over 
20 magnesium sulfate, filtered, and concentrated. The residue was triturated with hexane to afford 51 mg (100%) of the 
(9-l(3-cyanophenyl)methyl|-5-carbamoylcarbazol-4-yl|oxyacetic acxJ, tert-butyl ester as a white solid 'H NMR (CDCI 3 ) 
8 7 55(d. 1H, J=8 Hz), 7 5-7.2 (m. 7H|, 6.95 (d. 1H. J=8 Hz). 6.6 (d 1H. J=8 Hz), 6.3 (brs. 1H).61 (brs. 1H), 5 5 (S 
2H), 4 8 (s. 2H). and 1 5 (s, 9H) IR (KBr. cm" 1 ) 2228. 1748, and 1669 MS (ES) m/e 455. 456. 



25 


Elemental Analyses for C 2 7H25N304 




Calculated 


C. 71.19: H.5 53. N. 9.22. 




Found 


C, 70.24: H. 5 68. N. 8 96. 



30 E (9-{(3-Cyanophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 



[0325] A solution of the {9-{(3-<7anc^henyl)methyl]-5-<artjarrK)ylrarbazol-4-yl)oxyacetic acid, tert-butyl ester (45 mg. 
0.1 mM) ) in 3 mL of trifluoroacetic acid was stirred at room temperature for 2 hours. The solvent was removed in 
vacuo. The residue was triturated with ethyl ether-hexanes, then dried in vacuo to afford 41 mg (100%) of the {9-{ 
as (2<yancf3henyl)memyl|-5-carbamoylcaibazol-4-yl)oxyacetic acid as a tan powder 'H NMR (DMSO-d6) 5 1 3 0 (br s. 
1 H). 7 6-7.3 (m. 10H), 7 1 (d, 1 H. J=8 Hz). 6 65 (d, 1H. J=8 Hz), 5 8 (s, 2H), and 4 8 (s. 2H) IR (KBr. cm-') 2226, 1 733, 
and 1640 MS (ES) m/e 398. 400 



Elemental Analyses for C 23 H U H^D 4 

Calculated I C. 6917: H, 4.29. N, 10 52. 
Found | C, 66 96. H. 4.37 N, 10 03. 



■45 



SO 



55 



BM0OC10: «S>__0»S214e«J_*. 
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EXAMPLE 35 

Preparation of (9-|(2-methylphenyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacetic acid, sodium salt 
S [0326] 



10 



is 



20 




A 9-[(2-Melhylphenyl)methyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 

[0327] A suspension of 5-carbomethoxy-1 .2-dihydro-9H-carbazol-4(3H)-one (870 mg. 3 5B mM), a-bromo-o-xylene 
(662 mg 3 58 mM) and potassium carbonate (500 mg. 3 61 mM) in 20 mL DMF was stirred at room temperature lor 
20 hours. The mixture was diluted with ethyl acetate, washed with H20 and saturated brine, dried over anhydrous 
magnesium sulfate, filtered, concentrated to afford t .21 g (98%) of the 9H(2-methylphenyl)methyl]-5-carbomethoxy- 
1.2-dihydrocaibazol-4(3H)-one as a dark oil 'H NMR (DMSO-d6) 8 7 5-7 2 (m, 4H) 7 15 (t. 1H. J=8 Hz) 7 0 (t. 1H. 
J=e Hz). 6 15 (d. 1H J=8 Hz) 5 55 (s 2H). 3 85 (s. 3H). 2 6 (m, 2H). 2 4 (m, 2H), 24 (s. 3H). and 2 1 (m. 2H) IR 
(CHCI 3 cm-') 3010 2952. 1724. 1671 1653. 1604. 1460. 1444. 1290. 1174. and 1122 MS (ES) nrv'e 348 5 





Elemental Analyses for C^^NO; 


3S 


Calculated 


C, 76 08. 


H. 6 05. 


N. 4 03. 




Found 


C. 73 33. 


H.6 36. 


N 430 



B 9-[(2-Methylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 



40 [0328] A solution of the 9-[(2-methylphenyl)melhyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one (1 .2 g. 3 5 mM) 
and 2,3-dichloro-5.6-dicyano-1 4-benzoquinone (300 mg, 3 6 mM) in 70 mL of toluene was stirred at 80-90 °C for 5 
hours The mixture was purified directly by column chromatography on silica gel (elution with methylene chlorde) to 
afford 260 mg (22%) of the 9-|(2-methylphenyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole as a yellow solid 'H 
NMR (DMSO-d6) 8 10 25 (s 1 H). 7 5 (d 1 H. J=8 Hz). 7 4 (t. 1 H. J=8 Hz). 7 3-7 1 (m. 4H). 6 9 (m. 2H). 6.6 (d. 1 H J=£ 

-is Hz) 6 1 (d 1H. J=8 Hz). 5 65 (s, 2H). 3.8 (s. 3H). and2 5 (s. 3H) IR (KBr. cm ') 3200 1672. 1440. 1426. 1332 1302 
1265. 1216 1141. 761 749. and 718 MS (ES) nVe 344. 346. 



Elemental Analyses for C^H^NOj. 


Calculated 
Found 


C. 76.52: H. 5.51. N. 4 06 
C 76 44: H, 5.66, N, 3 94 



C 9-[(2-Methylphenyl)methyl|-4-hydroxy-5-carbamoyl carbazole 

55 [0029] A solution of the 9-|(2-methylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (260 mg 0 75 mM) in 10 
mL THF and 30 mL concentrated aqueous ammonium hydroxid was sonicated for 5 hours at 40-50 *C The mixture 
was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted three times with 
elhyl acetate The combined organic extracts were washed with HjOand saturated brine, dried over magnesium sulfate 



BNSOOaO- «£P__j0aS21*8A2J_> 
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filtered, and cone ntrated Th residu was purified by column chromatography on silica gel ( luuon with gradient 
hexanes/ thyl acetat ) to afford 90 mg (36%) of the 9-{(2-methylphenyl)methyl]-4-hyctoxy-5<arbarTtoyl carbazole as 
a tan solid 1 H NMR (DMSO-d6) 5 1 0 5 (s. 1 H). 8 8 (br s, 1 H). 8 4 (br s. 1 H). 7 7 (m. 1 H). 7.5 (m, 2H>, 7 3 (m. 2H). 7. 1 
(t. 1H J=8 Hz), 6 95 (d. 1H. J=8 Hz). 6 85 (t. 1H. J=8 Hz). 6 6 (d. 1H. J=8 Hz). 5 95 (d, 1H, J=8 Hz). 5.7 (s. 2H), and 
2.5(3, 3H). IR(KBr.cm«)3451. 3191. 1627 1600, 1584.1562, 1435. 1329. 1322 1263.and774. MS (ES) m/e 329, 331 



Elemental Analyses for C^H^NgOg: 


Calculated 
Found 


C, 76.36. H. 5 45: N. 8.48 
C. 75.66, H. 5 79: N, 8.07. 



D {94(2-Melhylphenyl)methyl]-5^rbamoylcarDazol-4-yl)oxyacetic acid, methyl ester 

[0330] 40% Methanolic Triton B (0 45 mL. 0 99 mM) was added to a solution of the 9-[(2-methylphenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (80 mg, 0 24 mM) in 8 mL DMF at room temperature. After 3 minutes, methyl bro- 
moacetate (115 mg. 0 72 mM) was added and the resultant mixture stirred at room temperature for 48 hours The 
mixture was diluted with ethyl acetate, washed with Hp, 1 N HCI, H a O, and saturated bnne, dried over magnesium 
sulfate, filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with ethyl 
acetate) to afford 80 mg (82%) of the {9-[(2-methylphenyt)methyl]-5<arbamoylcarbazoU-yl r oxyacetic acid, methyl 
ester as a white solid. <H NMR (DMSO-d6) 5 7 56 (br s, 1 H). 7.5-7.1 (m. 9H). 6 9 (t, 1 H, J=8 Hz), 6 6 (d. 1H. J-9 Hz). 
5 65 (s. 2H). 4 9 (s. 2H). 3.8 (S. 3H). and 2 5 (S, 3H). IR (KBr. cm" ') 3367. 3153. 1760, 1740. 1672. 1644. 1619. 1591 . 
1578, 1498, 1456, 1425, 1327. 1200, 1153, 1109. 1100. and 777. MS (FD) m/e 402 



Elemental Analyses for C^HgjN^ 

Calculated I C, 71 64: H 5.47, N. 6.96 
Found | C. 7151: H. 5.56. N. 6.67 

E {9-{(2-Methylphenyl)methyll-5-carbamoylcarbazol-4-yl}oxyacetc acid, sodium salt 

[0331] A suspension of the (9-|(2-methylphenyl)methyl}-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester (15 5 
mg, 0 039 mM) and 0.04 mL (0 04 mM) of 1 N NaOH in 5 mL of ethanol was stirred for 24 hours at 25 °C The resultant 
white precipitate was collected by filtration, washed with a small amount of EtOH. then dried in vacuo to afford 10 mg 
(63%) of the {9-[(2-memylpheny0methyl|-5-<»rbarrKjylcarbazol-4-yl)oxyacetic acid, sodium salt as a white powder. 'H 
NMR (DMSO-d6) 8 7.55 (br s. 1H). 7.5-7 0 (m. 7H). 6 9 (d. 1H J=8 Hz). 6 35 (t, 1H, J=8 Hz), 6.6 (d. 1H, J=8 Hz), 6.2 
(d. 1H. J=8 Hz). 5 6 (s. 2H), 4 35 (s. 2H). and 2 5 (s. 3H) IR (KBr, cm») 3390. 1656. 1613. 1595. 1573. 1498. 1455. 
1408. 1325. 1332, and 719. MS (ES) m/e 387. 389 



Elemental Analyses for C^H^N^ 

Calculated j C. 67 32. H, 4 63: N. 6.83. 
Found | C, 64 72, H. 4.44: N, 6.40. 



168 



EP0952149A2 

EXAMPLE 36 

Preparation of (9-[(3-methylphenyl)methyl]-5-carbamoylcamazol-4-yl)oxyacetic acid, sodium salt 
[0332] 




A 9-[(3-Methylphenyl)methyl|-5-carbomethoxy-1 2-diiydrocarbazol-4(3H)-one 

[0333] A suspension of 5-carbomethoxy-1 ,2-dihydro-9H-carbazol-4(3H)-one (670 mg. 3 58 mM). a-bromo-m-xylene 
(662 mg, 3 58 mM), and potassium carbonate (500 mg. 3 61 mM) in 20 mL DMF was stirred at room temperature lor 
16 hours. The mixture was diluted with ethyl acetate, washed with HjO and saturated brine, dried over anhydrous 
magnesium sulfate, filtered, concentrated to afford 1 18 g (95%) of the 9-{(3-methytphenyl)methyl]-5-carbornethoxy- 
1 .2-dihydrocarbazoM(3H)-one as a dark oil 'H NMR (DMSO-d6) 5 7 65 (dd, 1 H, J= 1 and 8 Hz). 7 3-7 1 (m. 3H). 7 05 
(d. 1H. J=8 Hz). 7 0 (s. 1H), 6 85 id. 1H. J=B Hz). 5 5 (s. 2H), 3 8 (s. 3H). 3 0 (m. 2H) 2 45 (m. 2H». 2 3 (s 3H). and 
2.1 (m. 2H) IR(CHCI 3 em 1 ) 3010 2953. 1724. 1652. 1605. 1465. 1442. 1288. 1174. and 1119 MS (ES) m/e 348 5 



Elemental Analyses for C^i 2 \ N °3 : 


Calculated 
Found 


C 7608. H.6 05: N.4 03. 
C 74 53. H.6 03: N. 368 



B 9-[{3-Melhylphenyl)methyl]-4-hydraxy-5-carbomethoxy carbazole 

[0334] A solution of the 9H(3-metrrylphenyl)methyl)-5K:arbomethoxy-1,2-dihydrocarbazol-4(3H)-one (1 18 g. 34 
mM) and 2.3-dichloro-5.6-dicyano-1.4-benzoquinone (800 mg, 3.6 mM) in 70 mL of toluene was stirred at 80-90 "C 
for 6 hours. The mixture was purified directly by column chromatography on silica gel (elutran with methylene chloride) 
to afford 300 mg (26%) of the 9-[(3-methylphenyl)methyl]-4^ydroxy-5-<arbomethyoxy carbazole as a yellow solid 'H 
NMR (DMSO-d6) 6 10 2 (s, 1H). 7 65 (d. 1H. J=8 Hz). 7 35 (t. 1H. J=8 Hz). 7 25 (t. 1H. J=8 Hz). 7 2-7 0 (m. 4H), 6 9 
(m, 2H). 6 6(d. 1H. J=8 Hz). 5 6(s. 2H). 385 (s, 3H). and 2 2 (s. 3H) IR <KBr. cm"') 3200. 1673. 1596. 1440. 1426. 
1394. 1265. 1216. 1152. 750. 711 . and 694 MS (ES) m/e 344. 346 



Elemental Analyses for C^HjgNO,. 


Calculated 
Found 


C, 76 52: H. 5 51; N 406 
C. 76.22. H, 5 55. N. 3 97. 



C. 9-|(3-Methylphenyl)methyll-4-hydroxy-5-carbamoyl carbazole 

[0335] A solution of Ihe 9-l(3-methylphenyl)methyl)-4-hydroxy-5-carbomethoxy carbazole (300 mg. 0 87 mM) in 1 0 
mL THF and 30 mL concentrated aqueous ammonium hydroxide was sonicated f r5h urs at 40-50 *C The mixture 
was diluted with thyl acetate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted three times with 
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thylac tale The combined rgancextractswerewashBdwithKpandsaturalBdbrina.dnedovermagn siumsulfale. 
filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with gradient 
hexanes/ethyl acetate) to afford 114 mg (40%) of the 9-{(3-methylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as 
an off-white solid. 1 HNMR (DMSO-cB) 5 1 0 S (s. 1 H), 8 8 (br s. 1 H), 8.4 (br s. 1 H), 7.8 (dd, 1H, J=1 and 8 Hz), 7 4 (m. 
5 2H). 7 3 (t. 1 H. J=8 Hz). 7. 1 5-7 0 (m, 3H). 6 85 (d. 1 H, J=8 Hz), 6.6 (d. 1 H, J=8 Hz), 5.95 (d, 1 H, J=8 Hz). 5.65 (s. 2H), 
and 2.25 (s, 3H). IR (KBr. cm ') 3434. 3203. 1629. 1599. 1579. 1552. 1443. 1330, 1262. 1214. and 776 MS (ES) nrv 
a 329, 331 



Elemental Analyses for C 21 H 18 N 2 0 2 . 

10 Calculated j C. 76.36; H. 5 45; N. 8.48. 

Found j C. 77.56: H, 5.67: N. 8.26 
i i 

0. (9-{(3-Mathylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 

is 

[0336] 40% Methanolic Triton B (0.45 mL. 0 99 mM) was added to a solution of the 9-{(3-methylphenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (100 mg, 0.30 mM) in 8 mL DMF at room temperature. After 3 minutes, methyl 
bromoacetate (11 5 mg, 0.72 mM) was added and the resultant mixture stirred at room temperature for 24 hours. The 
mixture was diluted with ethyl acetate, washed with HgO. and saturated brine, dried over magnesium sulfate, filtered 

zo and concentrated. The residue was purified by column chromatography on silica gel (elution with ethyl acetate) to 
afford 80 mg (66%) of the {9-[(3-methylphenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester as a 
white solid. 'H NMR (DMSO-d6) 5 7 6 (d. 1H, J=8 Hz). 7.55 (br s, 1H). 7.45-7 0 (m. 8H). 6.9 (d, 1H, J=8 Hz), 6.6 (d, 
1H, J=8 Hz), 5.65 (s, 2H). 4.9 (s, 2H), 3.75 (s, 3H). and 2.2 (S. 3H). IR (KBr, cm" 1 ) 3367, 3157, 1760, 1642. 1589, 1499. 
1455. 1424, 1328, 1216. 1151 . 1102, 772. and 714. MS (FD) m/e 402. 

2S 



Elemental Analyses for C^H^t^C^. ' 


Calculated 
Found 


C. 71 64; H. 5.47; N. 6.96. 
C. 71.01. H.5.60: N.6.66. 



30 

E (9-{(3-Methy^henyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, sodium salt 

[0337] A suspension of the {9-((3-methylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester (15 8 
mg, 0.039 mM) and 0 04 mL (0.04 mM) of 1 N NaOH in 5 mL of ethanol was stirred for 24 h at 25 °C. The resultant 
as white precipitate was collected by filtration, washed with a small amount of EtOH, then dried in vacuo to afford 10 mg 
(62%) of the {9-[(3-methylpheny0methyl|-5<arbamoylcarbazol-4-yl)oxyacetic acid, sodium salt as a white powder. 'H 
NMR (DMSO-d6) 8 7.55 (d, 1 H, J=8 Hz). 7 5-7.0 (m, 9H), 6 85 (d. 1 H. J=8 Hz), 6.55 (d. 1 H, J=8 Hz). 5 6 (s. 2H), 4 35 
(s, 2H), and 2.2 (s. 3H). IR (KBr. cm ') 3390, 1656. 1613, 1595. 1573. 1498. 1455, 1408. 1325. 1332. and 719 MS 
(ES) m/e 387. 389. 



Elemental Analyses for C^H^jC^Na: 


Calculated 
Found 


C, 67 32; H, 4.63: N, 6.83. 
C, 61.20; H.4.64: N. 6.06. 
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EXAMPLE 37 

Preparation of {9-[(3 5^irnethylphenyl)methyl]-5-carbarnoylcarbazol-4-yl}oxyacetic acid, sodium salt 
5 [0338] 



to 



IS 



20 




A 9-[(3,5-Dimethytphenyl)methyl]-5-carbornethoxy-1 2-dihydrocarbazol-4(3H)-one 

25 

[0339] A suspension of 5-carbomethoxy-l .2-dihydro-9H-carbazol-4(3H)-one (850 mg, 3 S mM). 3 5-dimelhylbenzyl 
bromida (765 mg. 3 6 mM). and potassium carbonate (500 mg 3 61 mM) in 25 mL DMF was stirred at room temperature 
tor 1 9 hours The mixture was diluted with ethyl acetate, washed with H2O and saturated brne. dried over anhydrous 
magnesium sulfate, filtered, concentrated The residue was purified by column chromatography on silca gel (elutton 
30 with ethyl acetate) to afford 0 84 g (67%) of the 9-[(3,5-dimethylphenyl)nramylh5-carbornethoxy-1 ,2-dfriydrocarbazol- 
4(3H)-one as a foam »H NMR (DMSOoB) 67 7 (dd, 1H, J=1 and 8 Hz). 7 3-7 2 (m. 2H). 6.9 (s. 1H). 6 75 (s. 2H). 5.45 
(s 2H), 3G (s. 3H). 30 (m. 2H) 2.45 (m 2H). 2 2 (s. 6H). and 2.1 (m, 2H) IR (KBr. cm «) 1726. 1653. 1602 1465 
1442. 1282. 1172. and 1116 MS (ES) m/e 362 



Elemental Analyses for C^H^NC^ 

Calculated j C, 76 45. H. 6 37: N. 3 88. 
Found I C, 76 82. H. 6 54. N, 3 91 



■to B 9-((3,5-Dimethylphenyl)methyl]-4-hydroxy-5-carbomelhoxy carbazole 

[0340] A solution of the 94(3.5-dimemylphenyl)memyl|-5<arbornethoxy-1 .2-dihydrocarbazol-4(3H)-one (0 8 g, 2 2 
mM) and 2.3-dichloro-5.6-dicyano-1 4-benzoqumone (550 mg. 2 43 mM) in 70 mL of toluene was stirred at 80-90 "C 
for 5 hours The mixture was purified directly by column chromatography on silca gel (elution with methylene chloride) 
-« to afford 234 mg (29%) of the 9-t(3.5-dimethylphenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow 
solid , HNMR(DMSO-d6)6l0 2ls. 1H) 765 (d 1H,J=8Hz) 7.35 (t. 1H. J=8 Hz). 7 25 (t. 1H J=8 Hz). 7 15 (d. 1H. 
J=e Hz). 7.05 (d. 1H. J=8 Hz). 6 9 (s. 1H) 6 7 (s. 2H). 6 6 (d. 1H J=8 Hz). 5.6 (s. 2H), 3 85 (s. 3H). and 2 2 (s. 6H). 
IR (KBr. cm-') 3016, 1675. 1598. 1441. 1426. 1394. 1288. 1270. 1221,1152. 754, and 713 MS (ES) m/e 358, 360 



Elemental Analyses for C^H^NO,. 


Calculated 
Found 


C. 76.88 H. 5 85 N. 3 90. 
C. 76 94; H. 6 00. N, 3.9a 



ss C 9-{(3.5-Dimethylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[0341] A solution f the 9-[(3.5-dimethylphenyl)m thyl|-4-hydroxy-5-carbomethoxy carbazole (200 mg. 0 55 mM) in 
10 mL THF and 30 mL concentrated aqueous ammonium hydroxide was sonicated for 4 days at 40-50 'C The mixture 
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10 



15 



SO 



25 



was diluted with ethyl ac tate and acidified lo pH 2 5 with 5 N HCI The aqueous layer was extracted thre times with 
ethyl ac tate The combined organic extiacts were washed with saturated brine dried over magnesium sulfate, filtered, 
and concentrated The residue was punfied by column chromatography on silica gel (elution with gradient hexanes/ 
ethyl acetate) to afford 90 mg (47%) of the 9-[(3 5-dimethy Ipheny l)melhyl)-4-hydroxy -5-carbamoyl carbazole as an off- 
while solid 'H NMR (DMSO-d6) 8 10.5 (s, 1H). 8 6 (3. 1H), 8.4 (s, 1H). 7 75 (d. 1H, J=8 Hz). 7.45 (m. 2H), 7.3 (t, 1H. 
J=8Hz).71 (d, 1H. J=8Hz) 6.85 (s. 1H). 6 7 (s. 2H). 66 (d. 1H. J=8 Hz). 5.6 (s. 2H). and 2 2 (6. 6H) IR(KBr.cmi) 
3417. 3198.3113. 3063. 1631 1601. 1562. 1438. 1332. 1263. 1217. 781. and 773 MS (ES) m/e 343, 345 



Elemental Analyses for C^H^NgOj 



Calculated ; C. 76 74. H, 5.81 N. 8 14 
Found ! C 76 97: H, 5 94 N, 7 95. 



D |9-((3.5-Dimethylphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester 

[0342J 40% Methanolic Triton B (0 1 3 mL. 0 28 mM) was added to a solution of the 94(3.5-dimethylphenyl)methyl)- 
4-hydroxy-5-carbamoyl carbazole (80 mg. 0 23 mM) in 8 mL DMF at room temperature After 3 minutes, methyl bro- 
moacetate (43 mg, 0.28 mM) was added and the resultant mixture stirred at room temperature for 1 7 hours The mixture 
was diluted with ethyl acetate, washed with HjO and saturated brne, dried over magnesium sulfate filtered, and 
concentrated. The residue was purified by column chromatography on silca gel (elution with ethyl acetate) to afford 
70 mg (72%) of the {9^(3.5Hjimethylphenyl)memyl)-5^ait)amoylcarbazol-4-yl)o)(yacetic acid, methyl ester as a white 
sold. 'H NMR (DMSO-d6) 6 7.6 (d, 1 H. J=8 Hz), 7 55 (br s. 1 H). 7 4S-7 3 (m. 2H). 7 25 (d, 1 H, J=8 Hz). 7 2 (or s. 1 H). 
7. 1 (d, 1 H. J=8 Hz). 6 9 (s. 1 H). 6.8 (s. 2H), 6 6 (d 1 H J=8 Hz). 5.6S (s, 2H), 4 9 (s, 2H), 3.75 (s. 3H). and 2.2 (s. 6H) 
IR (KBr, cnr') 3362, 3173. 1758, 1638. 1583, 1500. 1454 1434. 1330, 1215. 1151. 1106.772. 715. and 708. MS (FD) 
m/e 417. 





Elemental Analyses for C 25 H 2 4N 2 0 4 




Calculated 


C. 7212: H, 5 76, N. 6.73 


30 


Found 


C. 71.80: H.5 60; N. 6.73 



E. |9H(3.5-Dimemylphenyl)metlvl]-5Ka*amcylcarbazol-4-yl)oxyaceticacid. sodium salt 

[0343] A suspension of the {94(3.5Klimelhylphenyl)methyl)-5-carbamc^lcart)azd-4-yl)oxyacetic acid, methyl ester 
35 (18 mg. 0.043 mM) and 0.043 mL (0 043 mM) of 1 N NaOH in 5 mL of ethanol was stirred for 42 hours at 25 °C The 
resultant white precipitate was collected by filtration, washed with a small amount of EtOH, then dried in vacuo to afford 
12 mg (67%) of the (9^<3.5-dimethylr^enyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, sodium salt as a white 
powder. 1 H NMR (DMSO-d6) & 7 6 (d. 1H. J=8 Hz), 7.5-7 3 (m. 4H). 7 1 (m, 2H). 6 9 (s. 1 H), 6 8 (s, 2H). 6.6 (d, 1 H. 
J=8 Hz), 5.65 (s. 2H). 4 35 (s, 2H), and 2.2 (s, 6H). IR (KBr. cm" 1 ) 3335, 1663. 1616, 1575 1498. 1456. 1412. and 
40 1 330. MS (ES) m/e 401 . 403. 



Elemental Analyses for C 24 H 21 NjC^Na: 


Calculated 
Found 


C. 67 92. H. 4 95. N. 6 60 
C, 66.53; H. 5.06. N, 6.37. 



50 



55 
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EXAMPLE 38 

Preparation ol |9-[(3-iCKJophenyl)methyl]-5-carbamoylcaroazol-4-yl|oxyacetic acid, sodium salt 
5 [0344] 



10 



IS 



20 




A 9-[(3-lodophenyl)methyl|-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one 

[0345] A suspension of 5-carbomethoxy-l.2-dihydro-9H-carbazol-4(3H)-one (680 mg, 3 5 mM). 3-iodobenzyl bro- 
mide (1 2 g. 4 7 mM). and potassium carbonate (500 mg 3.61 mM) in 20 mL DMF was stirred at room temperature 
for 18 hours The mixture was diluted with elhyl acetate, washed with HgO and saturated brne. dried over anhydrous 
magnesium sulfate, filtered, concentrated The residue was purilied trituration with methylene chloride-diethyl ether) 
to afford 0 70 g (55%) of the 9-[(3Hcaophenyl)memyl|-5-<arbomethoxy-l.2-dihydrocaibazol-4(3H)-one as a white 
solid 'H NMR (DMSOd6) 67 7-76 (m, 3H). 7.2 (m. 2H) 7.1 (t, 1H. J=8 Hz). 6 95 (d 1H. J=8Hz). 5 6 (s 2H) 3 B (s. 
3H) 30 (t. 2H. J=6 Hz) 2 5 (t. 2H. J=6 Hz) and 2 2 (m. 2H) IR (KBr. cnrr 1 ) 1732 1639. 1441 1421 1273. 1117 and 
763 MS (ESl m/e 458. 460 



Elemental Analyses for C 2 ,H, 8 N0 3 l 

Calculated j C. 54 90 H 3 92: N. 3 05 
Found I C. 54 92; H. 3 98. N. 2 97 



B 9-|(3-lodophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

40 

[0346] A solution of the 9-[(3-iodophenyl)methyl]-5-carbomethoxy-i,2-dihydrocarbazol-4(3H)-one (700 mg 1.52 
mM) and 2.3-dchloro-5.6-dicyano-1 4-benzoqunone I380 mg. 1 .67 mM) in 70 mL of toluene was stirred between 70-80 
°C for 5 hours The mature was purified directly by column chromatography on silica gel (elution with methylene chlo- 
ride) to afford 220 mg (31%) of the 9-J(3-iodophenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow 
45 foam 'H NMR (DMSO-d6j 6 10 25 (s 1H), 7 7 (d. 1H. J=8 Hz) 7.6 (m, 2H). 7 4 (t 1H. J=B Hz). 7 25 (I. 1H J=3 Hz) 
7 2 (d. 1H. J=8 Hz). 7 1 (m. 3H) 6 65 (d. 1H. J=8 Hz). 5.65 (s, 2H). and 3.8 (S, 3H). IR (KBr, cm' 1 ) 3377 (br). 3028. 
1711 1672. 1621. 1580 1565 1495. 1459 1439. 1423. 1332. 1287. 1267. 1135 773.752, 712.and688 MS (ES) mJ 
e456 458 



Elemental Analyses for C 21 H l6 N0 3 l 

1 — 

Calculated | C, 55 14- H. 3 50, N. 306. 

Found | C. 56 18. H. 3 87- N, 3 32. 



55 C 9-[(3-lodophenyl)methyl|-4-hydroxy-5-carbamoyl carbazole 

[0347] A solution ol the 9-](3-ic<Jophenyl)methyq-4-hydroxy-5-carbomethoxy carbazole (1 70 mg. 0 37 mM) in 1 0 mL 
THF and 30 mL concentrated aqueous ammonium hydroxide was stirred vigorously at room temperature lor 1 20 hours 
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The mixture was diluted with ethyl acetate and acidified I pH2with5NHCI The aqueous layer was xtracled twice 
with ethyl acetate The combined organic extracts were washed with saturated brine, diied over magnesium sulfate, 
filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with gradient 
methylene chlonde/ethyl acetate) to afford 61 mg (37%) of the 9-l(3-iodophenyl)methyl]-4-hydroxy-5<arbamoyl car- 
s bazole as a white solid 1 H NMR (DMSO-d6) 510 5 (s. 1H). 8.8 (brs, 1H).8 4(brs. 1H), 7 8(dd. 1H. J=1 and 3 Hz). 
7 6-7 4 (m, 4H), 7 3 (t. 1H, J=B Hz), 7 1-S.9 (m, 3H), 6.6 (d. 1H. J=8 Hz), and 5 7 (s. 2H) IR 1CHCI3 cm"') 3423. 3201 
(br). 1630, 1600. 1579, 1564, 1445, 1330. 1261.and775 MS (ES) m/e 441 . 443 



Elemental Analyses for CaoH^NgOjl 

Calculated j C, 54 30. H. 3.39, N 6.33 
Found | C, 54 92: H.3 81. N, 6 08 



0 {9-{(3-lodophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester 

15 

[0348] 40% Methanols Triton B (0 07 mL 0. 1 5 mM) was added to a solutKm of the 94(3-iodophenyl)methyl]-4-hy- 
droxy-5-carbamoyl carbazole (60 mg. 013 mM) in 8 mL DMF at room temperature After 3 minutes, methyl bromoa- 
cetate (30 mg. 0 19 mM) was added and the resultant mixture stirred at room temperature for 17 hours The mixture 
was diluted with ethyl acetate, washed with HjO and saturated brine, dried over magnesium sulfate, filtered, and 
20 concentrated The residue was purified by column chromatography on silica gel (elution with ethyl acetate) to afford 
60 mg (86%) of the {9-[(3Hodophenyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester as a white 
solid. 'H NMR (DMSO-d6) 6 7 6-7 0 (m 1 1 H) 6 6 (d, 1 H. J=8 Hz). 5 7 (s. 2H). 4 9 (s. 2H). and 3 75 (s. 3H). IR (KBr. 
cm-') 3500 3350. 1727, 1642, 1291 1236. and 772. MS (ES) m/e 515 



25 


Elemental Analyses for C 23 H 19 N 2 0 4 l. 




Calculated 


C, 53 70; H. 3 70: N 5 45 




Found 


C, 53 92: H. 3 72: N. 5 32 



30 E (9-((3-lodophenyl)msthyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 



[0349] A suspension of the (9-|(3-iodophenyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester (1 5 mg. 
0.03 mM) and 0 03 mL (0 03 mM) of 1 N NaOH m 5 mL of ethanol was stirred for 43 hours at 25 S C. then cooled in an 
ice-bath. The resultant white precipitate was coDected by filtration, washed with a small amount of EtOH. then dried in 
35 vacuo to afford 6.5 mg (43%) of the (g-JfS-iodophenyOmethyll-S-carbamoylcarbazoM-ylroxyacetic acid, sodium salt 
as a white powder 'HNMR(DMSO-d6)8 7 6-7.0(m. 11H),66(d, 1H, J=8 Hz). 5.7 (s, 2H). and4 35 (s 2H) IR (KBr, 
cm"') 3456. 3416. 3335. 1735. 1638. 1617, 1580, 1499. 1452. 1431. 1431. 1329. 1255. 1157. 772, 764, and 717 MS 
(ES) m/e 407. 409. 411 



40 


Elemental Analyses for CjjH^NjO^INa, 




Calculated 


C 50.57: H, 3 07: N, 5 36 




Found 


C, 49 57. H. 2 93: N, 5 06. 



45 



so 



ss 
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EXAMPLE 39 

Preparation of {9-[(2-CTIorophenyl)methyl|-5-caroamoytcaraazol-4-yl|oxyacetic acid 
[0350] 




A 9-[(2-Chloro'phenyl)methylJ-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

[0351] 40% Methanols Triton B (2 42 mL 5.3 mM) was slowly added dropwise to a solution of 5-carbomethoxy- 
1.2-dihydro-9H-carbazol-4(3H)-one (873 7 mg. 359 mM) m 10 mL of OMF at 25 "C After 5 minutes 2-chlorobenzyl 
bromide (i 11 g, 5.39 mM) was added and the resultant mixture stirred at room temperature for 72 hours. The mixture 
was diluted with ethyl acetate, washed five times with HgO. once with saturated brine, dried over anhydrous magnesium 
sulfate, filtered and concentrated The residue was punfied by crystallization from ethyl acetate to afford 706 3 mg 
(53%) of the 9-{(2-chtorophenyl)methyl|-5-carbomethoxy-l 2-dihydrocarbazol-4(3H)-one as a yellow solid 'H NMR 
(0MSO-d61 6 7 6 (m, 2H). 7 4-7 1 (m. 4H). 6 5 (d 1H. J=8 Hz) 5 6 (s. 2H) 3 8 (s. 3H). 2.9 (t. 2H, J=6 Hz). 2 4 (t, 2H 
J=6 Hz), and 2 1 (m. 2H) IR(CHCI 3 . cm ') 3050. 2950. 1725. 1655. 1462. 1446. 1435. 1288 and 1120 MS(ES)m/e 
366 370 



Elemental Analyses for C 2 ,H 18 N0 3 CI 

Calculated j C, 68 57 H. 4 93: N. 3 81 
Found | C. 68 52. H.5 18. N. 3 67 



B 9-[(2-Chlorophenyl)methyll-4-hydroxy-5-carbomethoxy carbazole 

[0352] A solution of the 9-{(2-chlorophenyl)methyl]-S-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one (692 2 mg. 1 88 
mM) and 2 3-dichloro-5 6-dcyano-1 .4-benzoqunone 1529 mg. 2 32 mM) in 35 mLof toluene was stirred between 70-80 
°C for 6 hours The mixture was purified directly by column chromatography on silica gel (elution with methylene chlo- 
ride) to afford 245 mg (35%i of the 9-l(2-chlorophenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a greenish 
solid. 'H NMR <DMSO-d6) S 10.3 (s. 1H). 7 6 (t 2H. J=8 Hz). 7 4 (t, 1H. J=9 Hz). 7.3-7.1 (m. 4H). 6 9 (d. 1H, J=9 Hz). 
66 (d 1H. J=8 Hz). 6 3 (d. 1H. J=8 Hz) 5 65 (s 2H). and 3 85 (s. 3H) IR (CHCIg, cm 1 ) 3200 (br). 1686. 1598, 1442, 
1428.1332 1285 1267. and 1141 MS (ES) m/e 364. 366, 368. 



Elemental Analyses for C 21 H 16 N0 3 CI 


Calculated 
Found 


C.68 95: H.441: N.383 
C67 88. H. 4.29; N. 367 



C 9-[(2-Chlorophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[0353] A solution of th 9-{(2-chlorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (238 mg. 0.43 mM) in 20 
mL THF and 25 mL concentrated aqueous ammonium hydroxide was sonicated for 20 hours at 40-50 °C. The mixture 
was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI Th aqueous layer was extracted twice with ethyl 
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acetate The combined organic extracts were washed with saturated brine, dried ov r magnesium sulfate, filtered, and 
concentrated The residue was purified by column chromatography on silica gel (elution with gradient methylene chlo- 
ride/ethyl acetate) to afford 86 9 mg (38%) of the 9-[(2-chlorophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole as a 
white solid 'HNMR (DMSO-d6) 8 105 (s. 1H). 8.8 (brs, 1H), 8.4 (brs, 1H), 7 7 (m. 1H). 7 55 (d. 1H. J=8 Hz), 7 45 
s (m. 2H). 7 3 (m. 2H). 7 1 5 (t. 1 H, J=8 Hz). 6 95 (d. 1 H. J=8 Hz). 6 6 (d, 1 H. J=8 Hz). 6.2 (d. 1 H. J=8 Hz). 5 75 (s. 2H) 
IR (CHCI 3 . cm-') 3500 3400. 3200 (br). 1649. 1597. 1585. 1446. 1431. 1331. and 1269 MS (ES) m/e 349. 351, 353 



Elemental Analyses for C 20 H l5 N 2 O 2 CI 

Calculated ! C. 68.48. H.4 31. N. 7 99. 
Found | C, 68 05. H. 4.33: N. 7 19 



D. {9-{(2-Chbrophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, tert -butyl ester 

is [0354] 40% Methanolic Triton B (0 1 5 mL. 0.34 mM) was added to a solution of the 9-f (2-chlorophenyl)methy l]-4-hy- 
droxy-5-carbamoyl carbazole (80 mg, 0 23 mM) in 5 mL DMF at room temperature. After 3 minutes t-butyl bromoac- 
elate (182 mg, 0 91 mM) was added and the resultant mixture stirred at room temperature for 72 hours. The mixture 
was diluted with ethyl acetate washed five times with HjO. and saturated brine, dried over magnesium sulfate, filtered, 
and concentrated. The residue was purified by column chromatography on silica gel (elution with ethyl acetate) to 

20 afford 57 mg (53%) of the (9-{(2-chlorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, tert-butyl ester as a 
white solid. >H NMR (DMSO-d6) 8 7 6 (d. 1 H. J=8 Hz), 7.5-6.9 (m, 9H), 6 55 (d. 1 H. J=8 Hz). 6 35 (d. 1 H. J=8 Hz). 5.7 
(s, 2H), 4 75 (s, 2H), and 1 45 (s. 9H) IR (KBr, cm* 1 ) 1 753 and 1678 MS (FD) m/e 464 



Elemental Analyses for C^H^NjC^CI 

25 Calculated j C. 67.17. H. 5 42; N. 6 03 

Found j C. 64.02: H. 5 33; N. 5 77 

E. (9-[(2-Chlorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid 

30 

[0355] A solution of the (9-((2-ch brophenyl)methy ll-5-carbamoylcarbazol-4-y IJoxyacetic acid, tert-butyl ester (46 mg. 
0. 1 mM) in 3 mL of trifluoroacetc acid was stirred at room temperature for 2 hours. The solvent was removed in vacuo. 
The residue was triturated with diethyl ether/hexanes. then dried m vacuo to afford 40 mg (98%) oi the [9-[(2-chloroph- 
enyl)methyl]-5-carbamoylcarbazol-4-ylloxyacetc acid as a white powder 'H NMR (DMSO-d6) 8 12 9 (br s. 1 H). 7 55 
35 (s. 1H). 7 5 (d. 1H, J=8 Hz). 7 45 (s. 1H). 7 4-7.3 (m. 3H). 7 25 (t. 1H, J=8 Hz), 7.1-70 (m, 3H). 6.6 (d. 1H, J=8 Hz). 
6.3 (d, 1H. J=8 Hz). 5 7 (s. 2H). and 4.8 (s, 2H) IR (KBr, cm ') 3430, 1735. and 1635. MS (ES) m/e 407. 409 



Elemental Analyses for C^H^NjC^CI 


Calculated 
Found 


C. 64.63. H, 4.19. N, 6 85. 
C, 64 60. H 4.08, N, 6.70 



45 



50 



55 
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EXAMPLE 40 

Preparation of {9-1(2 3-difluorophenyl)methyll-5-carbaiTioylcarba2ol-4-yl)oxyacelic acid sodium salt 
S [0356] 



10 



IS 



20 




F 



A 9-((2.3-Dinuorophenyl)methyl|-5-carbomethoxy-1 .2-dihydrccarbazol-4(3H)-one 

25 

[0357] A suspension of 5-carbomethoxy-1 2-dihydro-9H-carbazol-4(3H)-one (973 mg. 4 0 mM) a-bromo-2.3-difiuor- 
otoluene (1 01 g. 4 8 mM). and potassium carbonate (553 mg. 4 0 mM) in 10 mL DMF was stirred at room temperature 
for 73 hours The mixture was diluted with ethyl acetate, washed with H a O. 1 N HCI H z O. saturated NaHCO a . H 2 0. 
and saturated brine, dried ovei anhydrous magnesium sulfate, filtered, concentrated The residue was purified by 
oo column chromatography on silica gel (elution with methylene chlonda/ethyl acetate) to afford 1 04 g (70%) ol the 9-[ 
(2.3-difluorophenyl)methyl|-5-carbomethoxy-1 .2-dihydrocarbazol-4(3Hl-one as a tan solid. 'H NMR (CDCI 3 ) 8 7 4 (d. 
1H. J=BHz),7 35(d 1H J=8 Hz) 7 15-6 9 (m. 5H). 6 35 (t, 1H. J=8 Hz). 5 4 (s. 2H). 4 05 (s. 3H). 2 9 (t. 2H. J=6 Hz) 
2 6 (t. 2H J=6 Hz) and 2 25 (m. 2H) IR (KBr. cm-') 1719 and 1650 MS (ES) nVe 388. 370 



Elemental Analyses for C^H, 7NO a F 2 


Calculated 
Found 


C 68.29 H. 4.64 : N. 3 79. 
C. 68 50. H.4 62: N 394 



-w B 9-[(2.3-0ifluc>rcohenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0358] A solution of the 9-[(2.3-dinuorophenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one (490 mg. 
1 32 mM) and 2.3-dichloro-5.6-c*cyano-1 .4-benzoquinone (336 mg, 1 .45 mM) in 70 mL of toluene was stirred at 80-90 
°C lor 2 25 hours The mixture was purified directly by column chromatography on silica gel (elution with methylene 
45 chloride) to afford 165 mg (34%) of the 9-{(2,3-dinuorophenyl)rnethyl]-4-hydroxy-5-carbomethyoxy carbazole as a yel- 
low solid 1 HNMR(CDCI 3 )«10 25{s, 1H),80(d. 1 H. J=8 Hz). 7 6 (d. 1H. J=8 Hz). 7 5-7 4 (m, 2H), 7 05 (m. 1H),6.9 
(d, 1 H. J=8 Hz) 6.85 (d. 1H. J=8 Hz). 6 8 (m. 1H). 6 35 (t 1 H. J=8 Hz). 5 6 (s. 2H) and 4 1 (s. 3H) IR (KBr, cm ') 
3025 and 1684 MS (ES) m/e 366, 368 



Elemental Analyses for C 21 H t5 N0 3 F 2 

Calculated j C. 68 66 H. 4 12 N. 3.81 
Found I C, 69 54' H.4 44, N, 3.81. 



55 C 9-[(2 3-Difluorophenyl)methyl)-4-hydroxy-5-carbamoyl carbazole 

[0350] A solution of Iho 9-((2.3-difluorophenyl)mothyll-4-hydroxy-5-carbomethoxy carbazol (514 mg, 1 4 mM) in 5 
mL THF and 20 mL concentrated aqueous ammonium hydroxide was 6tirred at room temperature for 94 hours The 
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TO 



IS 



20 



25 



30 



35 



40 



45 



mixture was diluted with ethyl acetate and acidified to pH 1 with S N HCI The aqueous layer was extracted three times 
with thyl acetate The combined organic extracts wer washed with r-^O and saturated brine dried over magnesium 
sulfate, filtered, and concentrated The residue was purified by column chromatography on silica gel (elutton with gra- 
dient hexanes/ethyl acetate) to afford 320 mg (65%) of the 9-[(2,3-difluoropheriyl)methyl]-4-hydroxy-5-carbamoyl car- 
bazole as a yellow sold *H NMR (DMSO-d6) S 10 45 (s, 1 H), 8.8 (br s, 1 H). 8 4 (br s, 1 H). 7 8 (d. 1 H. J=8 Hz), 7 5- 
7.2 (m, 4H), 7.05 (d. 1H, J=3 Hz). 6 95 (m. 1H). 6.6 (d. 1H. J=8 Hz). 6 35 (t. 1H, J=8 Hz), and S.9 (s. 2H). I A (KBr. 
cm- 1 ) 3350. 3125. 1628. 1598, and 1583 MS (ES) m/e 351. 353 



Elemental Analyses for C 20 H 14 N 2 O 2 F 2 



Calculated 
Found 



C. 68 18 
C. 68.15. 



H. 4 01: 
H. 4 23. 



N. 7.95 
N.8 01 



D |9-|(2,3-Difluorophenyl)methyl]-S-carbamoylcarbazol-4-yl}oxyacetic acid methyl ester 

[0360] 40% Methanolic Triton B (0 51 mL, 1 12 mM) was added to a solution of the 9-[(2.3-difluorophenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (303 mg. 0 86 mM) in 5 mL DMF at room temperature After 15 minutes, methyl 
bromoacelate (270 mg, 1 .72 mM) was added and the resultant mixture stirred at room temperature for 16 hours The 
mixture was diluted with ethyl acetate, washed with HjO, 1 N HCI, H 2 0, and saturated brine, dried over magnesium 
sulfate filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with ethyl 
acetate) to afford 295 mg (80%) of the (9-|(2,3-dinuorophenyl)methylJ-5-<arDamoylcarbazol-4-yl)oxyacetic acid, methyl 
ester as a white solid 'H NMR (CDCI 3 ) 8 7 5-7.3 (m 5H), 7 05 (d. 1 H, J=8 Hz), 6.8 (m 1H), 6.6 (d, 1H. J=3 Hz), 64 
(t, 1H, J=8Hz).6.2(brs. 1H),6 0(brs, 1H). 5 6(s. 2H), 4.9 (s. 2H). and 3 3 (s. 3H) IR (KBr. crrr 1 ) 3432. 3180. 1774 
1 766.and 1674. MS (ES) m/e 425 



Elemental Analyses for C 22 H, 8 N 2 0 4 F 2 



Calculated j C 65 09. H. 4 28: N. 6 60 
Found | C 6411 H, 4.12 N 6 32 



E {9-{(2. 3-D ifluorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacet'ic acid, sodium salt 

[0361] A suspension of the {94(2 3-dinuorophenyl)methyl)-5-carbarnoylcarbazol-4-yl)oxyacetic acid methyl ester 
(85 mg. 0.2 mM) and 0.22 mL (0 22 mM) of 1 N NaOH m 5 mL of ethanol was stirred for 18 hours at 25 "C A small 
volume of diethyl ether/hexanes was added, then cooled in the refrigerator The resultant white precipitate was collected 
by filtration, washed with a small amount of EtOH/diethyl ether/hexanes then dried in vacuo to afford 77 mg (89%) ol 
the |9-{(2.3-dinuorophenyl)methylh5-carbamoylcarbazol-4-yl|oxyacetic acid, sodium salt as a white powder 'H NMR 
(DMSO-d6) 8 7.7-7.2 (m, 6H) 7 2-7 0 (m 3H). 6.6 (d, 1H. J=8 Hz). 6 45 (t, 1 H, J=8 Hz). 5 7 (s, 2H), and 4 35 (s, 2H). 
IR (KBr. cm- ') 3467, 3390. 1662, and 1616 MS (ES) m/e 409. 411. 433. 



Elemental Analyses for C 22 H,5Np 4 F 2 Na: 



Calculated ( C. 61 12. H. 3 50. N 6 48 
Found ! C. 6134: H. 3.38. N, 6.41. 



so 



55 
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EXAMPLE 41 

Preparation of {9-[(2.6Hjifluorophenyl)rnethyl|-5-carbamoylcarbazol-4-yl)oxyacetic acid sodium salt 
[0362] 




A. 9-[(2.6-Difluorophenyl)melhyl]-S-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 

[0363] A suspension of 5-carbomethoxy-i .2-dihydro-9H-carbazol-4(3H)-one (973 mg, 4 0 mM) a-bromo-2.6-difluor- 
otoluene (i .01 g, 4 8 mM). and potassium carbonate (553 mg 4 0 mM) in 10 mL DMF was stirred at room temperature 
for 74 hours The mixture was diluted with ethyl acetate, washed with HgO. i N HCl, H 2 0. saturated NaHC0 3 . H 2 C 
and satuiated brine, dried over anhydrous magnesium sulfate, filtered, concentrated The residue was purified by 
column chromatography on silica gel (elution with methylene chlonde/ethyl acetate) to afford 1.04 g (70%) of the 9-[ 
(2.6Kjifluorophenyl)methyl|-5Harbomelhoxy-1,2^ihydrocarba2ol-4(3H)-one as a tan solid 1 H NMR (CDCI 3 ) 5 7 5 (d, 
1H J=8 Hz), 7 35-7 2 (m. 3H) 6 95 (t 2H, J=8 Hz). 5 4 (9. 2H). 40 (s. 3H). 3.05 (t. 2H J=6 Hz) 2 6 (t. 2H. J=6 Hz)' 
and 2 25 (m. 2H) IR (KBr. cm-') 1 728 and 1655 MS (ES) m/e 370 



Elemental Analyses for C 21 H 17 N0 3 F 2 : 

Calculated ] C. 68 29: H. 4 64: N. 3 79. 
Found |C. 68 51. H.4 82 N. 3 78 

B. 9-I(2.6-Difluorophenyl)methylJ-4-hydroxy-5-carbomethoxy carbazole 

[0364] A 60% oil dispersion of sodium hydride (257 mg. 6 42 mM) was added lo a solution of the 9-{(2.6-difJuoroph- 
enyl)methyl]-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one (1 03 g. 2 79 mM) in 7 mL of dioxane at room tempera- 
ture After 5 minutes methyl benzenesulfinate (0 6 mL. 4 46 mM) was added and the mixture stirred at room temperature 
tor 1 .75 hours. The mixture was diluted with 10 mL dioxane. then glacal acetic acid (0 37 mL. 6 42 mM) was added. 
The resultant mixture was refluxed for 45 mm. cooled to room temperature, diluted with ethyl acetate, washed three 
times with saturated NaHCOj. and saturated brine, dned over anhydrous magnesium sulfate, filtered and concentrated 
The residue was purified by column chromatography on silica gel (elution with toluene) to afford 480 mg (47%) of the 
9-[(2.6-difiuorophenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow sold 'H NMR (CDCI 3 )- 81015 (s, 
1H), 7.95 (d, 1H. J=8 Hz). 7.5 (d. 1H, J=8 Hz). 7 5-7.0 (m. 4H). 6.9-6 8 (m. 3H). 5 6 (s. 2H). and 4 1 |s. 3H) IR (KBr, 
cm 1 ) 3040 and 1682 MS (ES) m/e 366, 368 



Elemental Analyses for C 21 H 15 N0 3 F 2 

Calculated j C. 68 66. H. 4 12: N. 3.81. 
Found jC. 69 48- H, 4 07 N. 4.11 
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C. 9-[(2,6-Dinuorophenyl)melhyl|-4-hydr xy-5-carbamoyl carbazole 

[0365] A solution of the 9^(2.6-dlnuorophenyl)methyll-4-hydroxy-5-carbon^ethoxy carbazole (51 4 mg, 14 mM) in 5 
mL THF and 20 mL concentrated aqueous ammonium hydroxide was stirred at room temperature for 64 hours The 
pH was adjusted to 10.5 with 5NHCI The resultant precipitate was collected by filtration, resuspended in HjO, adjusted 
the pH to 11 7 with concentrated ammonium hydroxide. The resultant precipitate was collected by filtration The pre- 
cipitate was dissolved in ethyl acetate, washed three times with 5 N NaOH, HgO. and saturated bnne. dried over 
anhydrous magnesium sulfate, filtered, concentrated to afford 310 mg (70%) of the 9-[(2.6-difluorophenyl)methyl]- 
4-hydroxy-5-carbamoyl carbazole as a yellow solid 'H NMB (0MSO-d6) 8 10.4 (s, 1H), 8 8(brs, 1H), 8 4(brs. 1H). 
78(d. 1H.J=8Hz).7 6-7 0(m.7H). 66(d, 1 H. J=3 Hz). and 5 7 (s 2H) IR (KBr cm-') 3404, 3113. 1626 and 1587 
MS (ES)m/e351. 353 



Elemental Analyses tor C2jr\ u Nfi 2 F 2 
Calculated ] C, 68.18. H, 4.01 ' N 7 95 
Found | C, 68.45. H.4 01. N, 7 87. 



D. {94(2,6^ifluorciphenyl)methyl]-5Kart)arnoylcart)azol-4-yltoxyacetic acid, methyl ester 

[0366] 40% Methanolic Tnton B (0 49 mL. 1 07 mM) was added to a solution of the 9-[(2.6-difluorophenyl)methyl|- 
4-hydroxy-5-carbamoyl carbazole (290 mg, 0 82 mM) in 5 mL DMF at room temperature After 15 minutes, methyl 
bromoacetate (259 mg, 1 65 mM) was added and the resultant mixture stirred at room temperature for 24 hours The 
mixture was diluted with HgO and the resultant white precipitate collected by filtration, tnturated with diethyl ether/ 
hexanes. and dried in vacuoXo afford 228 mg (65%) of the {9-[(2.6-difluorophenyl)methyl]-5-carbamoylcarbazol-4-yl) 
oxyacetic acid, methyl ester as a white solid 'H NMR (CDCI 3 ) 6 7 65 (d 1H, J=8 Hz). 7 45-7.2 (m. 5H), 6 85 (t. 2H, 
J=8 Hz). 6.55 (d, 1H. J=8 Hz). 6 3 (br s, 1H). 6.0 (br s. 1H). 5 5 (s. 2H), 4.9 (s. 2H), and 3 8 (s. 3H). IR (KBr, cnr'j 
3432 3170 1762, and 1675 MS(ES)m/e425 



Elemental Analyses lor C 22 H, 8 N 2 0 4 F 2 . 


Calculated 
Found 


C. 65 09. H, 4 28. N. 6 60 
C, 65 05. H, 4 40: N, 6.53. 



E (9-[(2 l 6-Difluorophenyl)methyl]-S-carbamoylcarbazoM-yl}oxyacetJC acid, sodium salt 

[0367] A suspension of the (9-[(2.6-difluorophenyl)methyl^5-carb^moylcarbazol-4-yl}oxyacetlc acid, methyl ester 
(85 mg. 0 2 mM) and 0 22 mL (0.22 mM) of 1 N NaOH in 5 mL of ethanol was stirred for 18 hours at 25 °C. A small 
volume of diethyl ether/hexanes wasadded, then cooled in the ref ngerator The resultant white preciprtate was collected 
by filtration, washed with a small amount of EtOH/diethyl ether/hexanes . then dried in vacuo to afford 82 mg (95%) ol 
the {9H(2,6o'inuorcohenyl)methyl^5<arbamoylcarbazol-4-yl}oxyacetic acid, sodium salt as a white powder 'H NMR 
(DMSO-d6) 5 7.6 (d. 1 H. J=B Hz), 7 55 (br s, 1 H), 7 45-7.3 (m, 3H). 7 25 (t 1H, J=8 Hz). 7 1-7 0 (m. 4H). 6 5 (d. 1H. 
J=8 Hz), 5.65 (s, 2H). and 4 3 (s, 2H) IR (KBr, cm ') 3470. 3360. 1656. and 1606 MS (ES) m/e 409. 411, 433 



Elemental Analyses for C22H 15 N 2 0 4 F2Na. 


Calculated 
Found 


C. 6112- H.3 50 N.6 48 
C. 59 18: H. 3 70: N. 6 19. 
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EXAMPLE 42 

Preparation ol {9-[(2.6-dichlorophenyl)methyl]-5-carbamoylcarbazol-4-y|} 0 xyacelic acid sodium sail 
5 [0388] 



10 



IS 



20 




A 9-|(2,6-Dichlorophenyl)methyl}-5-carbomethoxy-l 2-d»iydrocarbazol-4(3H)-one 

[0369] A suspension of 5-carbomethoxy-1.2-dihydro-9H-carbazol-4(3H)-one (973 mg. 4 0 mM). a-bromo-2.6-<fichlo- 
rotoluene (1 .19 g, 4.8 mM), and potassium carbonate (553 mg. 4.0 mM) in 10 mL DMF was stirred at room temperature 
for 24 hours. The mixture was diluted with ethyl acetate, washed with HgO. 1 N HCl. H 2 C\ saturated NaHC0 3 . Hp, 
and saturated brine, dried over anhydrous magnesium sulfate, filtered, concentrated The residue was purified by 
column chromatography on silica gel (elution with methylene chloride/ethyl acetate) to afford 900 mg (56%) of the 9- 
(2.6-dichlofophenyl)methyf]-5-carbomethoxy-1 2-dihydrccarbazol-4(3H)-one as a while foam 'H NMR (CDCI 3 ) 8 
7 4-7 2 (m, 6H), 5 6 (s, 2H). 4.0 (s. 3H). 2.9 (t. 2H J=6 Hz), 2 55 (t, 2H. J=6 Hz), and 2 2 (m. 2H) IR (KBr. cm"') 1725 
and 1652 MS (ES) m/e 400. 402. 404. 



Elemental Analyses for C^HjyNC^CIj 

3S Calculated i C, 62 70: H, 4 26. N. 3 48 

Found | C, 62 98: H. 4 35; N, 3.35 

B. 9-[(2,6-Dichlorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

■40 [0370] A solution of the 9-{(2.6^ichbropJienyl)methyl]-5<artxxnethoxy-1^ (861 mg, 

2. 14 mM) and 2.3-dichtoro-5 6-dicyano-1 4-benzoquinone (595 mg. 2 57 mM) in 60 mL of toluene was stirred at reflux 
for 3 5 hours The mixture was punfied directly by column chromatography on silica gel (elution with methylene chloride) 
to afford 255 mg (29%) of the 9-{(2 6-dichtoroc^enyl)methyn-44iydroxy-5-carbomethyoxy carbazole as a yellow 
solid «H NMR (CDCI 3 ) 8 10.05 (s. 1H) 7.95 (d, 1 H. J=3 Hz). 7 6 (d. 1H. J=8 Hz). 7 45-72(m.5H) 695 (d. 1H. J=6 

45 Hz). 6 8 (d, 1H J=B Hz) 5.75 (s, 2H), and 4.1 (s 3H) IR (KBr. crrr») 3430 and 1666 MS (ES) m/e 409. 411 





Elemental Analyses for C 21 H 1S N0 3 CI2 




Calculated 


C 6302. H. 3 78. N, 3.50 


50 


Found 


C. 63.78; H, 3 82. N. 3 59. 



C. 9-((2.6-Dichlorophenyl)methy11-4-hydroxy-5-carbarnoyl carbazole 



[0371] A solution of the 9K(2.6^ichlorophenyl)methyl)-4-hydroxy-5<arb«nethoxy carbazole (240 mg. 0.6 mM) in 5 
55 mL THF and 20 mL concentrated aqueous ammonium hydroxide was stirred at room temperature for 22 hours. The 
resultant precipitate was collected by filtration and dried in vacuo to afford 1 5 1 mg (65%) of the 9-[(2.6-dichlorophenyl) 
methyll-4-hydroxy-5-carbamoyl carbazole as a yellow solid 'H NMR (DMSO-d6) 5 10 35 (s 1H), 8 8 (br s. 1H), 8 4 
(br s. 1 H) 7 7 (d 1H. J=8 Hz). 7.6-7 3 (m. 5H), 7 25 (t, 1H J=8 Hz). 6 85 (d. 1H. J=8 Hz). 6.55 (d. 1H. J=8 Hz), and 
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585(s.2H) IR (KBr, cm"') 3429, 1631, and 1597 MS (ES) m/e 385. 387 



Elemental Analyses for C 20 H 14 N 2 o 2 Cl2 


Calculated 
Found 


C. 62 35. H. 3.66. N 7 27. 
C, 62 87. H 3.99: N, 6.00 



D {9-[(2.6-Dichlorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester 

io [0372J 40% Methanols Triton B (0 23 mL. 0 49 mM) was added to a solution ol the 9-[(2.6-dichlorophenyl)methyl]- 
4-hydroxy-5-carbamoyl carbazole (146 mg 0 38 mM) in 5 mL DMF at room temperature After 15 minutes, methyl 
bromoacetate (119 mg, 0 76 mM) was added and the resultant mixture stirred at roam temperature for 17 hours The 
mixture was diluted with ethyl acetate, washed with H 2 0 1 N HCI, H 2 0. sal NaHCOj, and saturated brine, dried over 
magnesium sulfate, filtered, and concentrated The residue was purified by column chromatography on silica gel (olu- 

ts tion with ethyl acetate) lo afford 83 mg (48%) of the (9^(2,6-dlchlorophenyl)methyl]-5-carbamoylcarba/ol-4-yl}oxyacetlc 
acid, methyl ester as a tan solid. 'H NMR (DMSO-d6) 87 5-7 0 (m, 10H). 6.55 (d. 1 H. J=8 Hz), 5 8 (s 2H), 4 9 (s. 2H). 
and 3 75 (s 3H) IR (KBr. cm" 1 ) MS (ES) m/e 457. 459 

E |9-{(2.6-Dchlorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyaceticacid, sodium salt 

20 

[0373] A suspension of the {9-[(2.6-dichlorophenyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 
(45 7 mg, 0 1 mM) and 0 11 mL (0 11 mM) of 1 N IMaOH in 5 mL of ethanol was stirred for 22 hours at 25 "C A small 
volume of diethyl ether/hexanes was added, then cooled in the ref ngerator The resultant white precipitate was collected 
by filtration, washed with a small amount of EtOH/diethyl ether/hexanes then dned in vacuo to afford 40 mg (86%) of 
2$ the {94(2.6-dichlorophenyl)methylj-5-carbamoylcaibazol-4-ylKixyacelic acid, sodium salt as a while powder. 'H NMR 
(DMSO-d6) 6 7 6-7 4 (m. 6H). 7.3 (t 1H, J=3 Hz), 7 2 (I. 1H, J=8 Hz), 7 0 (d. 1H. J=3 Hz). 6.9 (t. 1H J=8 Hz). 6 5 <d. 
1H. J=8 Hz) 5.8 (s, 2H). and 4 25 (s, 2H) MS (ES) m/e 441 443 445. 

EXAMPLE 43 

00 

Preparation of {9-{(3-trinuoromethoxyphenyl)methyl]-5-carbariioylcarbazol-4-yl}oxyacetic acid, sodium salt 
[0374] 



35 




A. 9-[(3-Tnfluoromethoxyphenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

ss [0375] A suspension of 5-carbomethoxy- 1 2-dihydrc-9H-carbazol-4(3H)-one (935 mg, 3 85 mM), 3-tnfluoromeihoxy- 
benzyl bromide (1.0 g, 3.93 mM), and potassium carbonate (531 mg. 3 85 mM) in 20 mL DMF was stirred at room 
temperature for 17 hours The mixtur was diluted with ethyl ac tate, washed with Hp and saturated bnne. dned over 
anhydrous magnesium sullate. filtered concentrated to afford 1 6 g (1 00%) of the 9-((3-trifluorornethoxyphenyl)methyl]- 
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5-carbomethoxy-1 .2-dihydrocarbazol~4(3H)-one as a foam 'H NMR (DMSO-d6) 5 7 7 (dd. 1H. J=1 and 8 Hz). 7 45 (t, 
1H.J=8Hz).7 3-7 1 (m 4H). 7 05<d 1H J=8 Hz). 5 6 (s, 2H). 38 (s. 3H). 3 0(m. 2H). 2 45 (m. 2H). and 2.1 (m. 2H) 
IR (CHCI 3 . cm ') 1729 1647 1439. 1259. 1176. and 1116 MS (ES) rrve 418 



Elemental Analyses tor C^H^NO^: 

Calculated j C 63 31: H. 4 32: N. 3 36. 
Found j C.63 12: H.4 35: N. 3 31 



10 B. 9-[(3-Tnfluoromethoxyphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0376] A solution of the 9-[(3-trifluoromethoxyphenyl)methyl|-5-carbomelhoxy-1 .2-dihydrocarba2ol-4(3H)-one (0 75 
g. 1 8mM)and2.3-dichloro-5.6-dicyano-1.4-benzoquinone(490mg. 2 1 6 mM) in 70 mL of toluene was stirred at reflux 
for 6 hours The mixture was purified directly by column chromatography on silica gel (elution with methylene chloride) 
is to afford 300 mg (40%) of the 9-[(3-trifluoromethoxyphenyl)methyl]-4-hydroxy-5-carbomethyoxy carbazole as a yellow 
solid 'H NMR (DMSO-d6) S 10 25 (s 1H). 7 7 (d 1H. J=8 Hz). 7 5-7 0 (m, 8H). 6.6 (d, 1H. J=8 Hz). 5.7 (s. 2H) and 
385 (s 3H). IR (KBr cm"') 32O0. 1673, 1441. 1268. 1217. 1173, and 753 MS (ES) m/e 414, 416. 



20 



Elemental Analyses for C22H 16 N0 3 F 3 


Calculated 
Found 


C. 63.61: H 3 86. N. 3.37 
C. 63 40. H 3 99: N. 3.43 



C 9-[(3-Trinuoromethoxyphenyl)methylJ-44iydroxy-5-carbamoyl carbazole 

25 

[0377] A solution of the 9-[(3-trifluoromethoxyphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (260 mg 0 62 
mM) in 10 mL THF and 30 mL concentrated aqueous ammonium hydroxide was stirred vigorously for 1 32 hours The 
mixture was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI. The aqueous layer was extracted three times 
with ethyl acetate. The combined organic extracts were washed with H a O and saturated brine, dried over magnesium 

30 sulfate, filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with gra- 
dient hexanes/ethyl acetate) to afford 150 mg (60%) of the 9-{(3-trifluoromethoxyphenyl)methyl)-4-hydroxy-5-car- 
bamoyl carbazole as an off-white solid 'H NMR (DMSO-d6) 8 10 5 (s. 1H).B8(brs. 1H).84(brs. 1H).785(dd. 1H. 
J=1 and 8 Hz). 7 5-7.15 (m. 5H). 7 1 (d. 1H, J=3 Hz), 7 0 (d. 1H. J=8 Hz). 66 (d, 1H. J=6 Hz). 5 95 (d, 1H J=3 Hz), 
and565(s 2H) IR (KBr car 1 ) 3431. 3203. 1629. 1601, 1580, 1548. 1446. 1330. 1261, 1215 and 777 MS (ES) mi 

3S e 399. 401 



Elemental Analyses for C2iH 15 N 2 0 2 F 3 


Calculated 
Found 


C. 6a00. H. 3 75. N. 7 0. 
C. 63.15. H.4 07. N. 6.84 



D {9-{(3-Trifluoromethoxyphenyl)methyl]-5-carbamoyfcarbazol-4-yl}oxyacetic acid, methyl ester 

[0378] 40% Methanolic Triton B (0.15 mL, 0.34 mM) was added to a solution of the 9-[(3-lrinuoromethoxyphenyl) 
methyl]-4-hydroxy-5-carbamoyf carbazole (115 mg. 0 28 mM) in 8 mL DMF at room temperature After 3 minutes 
methyl bromoacetate (65 mg. 0 41 mM) was added and the resultant mixture stirred at room temperature for 23 hours 
The mixture was diluted with ethyl acetate, washed with H z O. and saturated bnne. dried over magnesium sulfate, 
filtered, and concentrated. The residue was purified by column chromatography on silica gel (elution with ethyl acetate) 
to afford 112 mg (63%) of the (9-[(3-trffluoromelhc«yphenyl)memyl]-5-carbamoylcarbazol-4-yl}oxyacetic aad. methyl 
gg ester as a white solid 'H NMR (DMSO-d6) 8 7 6 (d, 1H. J=8 Hz), 7 55 (br s. 1 H), 7 5-7.0 (m. 9H). 6 6 (d. 1H. J=8 Hz). 
5 7 (s. 2H) 4 9 (s. 2H). and 3 75 (s. 3H). IR (KBr. cm ') 3483. 3141, 1763. 1674. 1501. 1444 1269. 1215. 1178. 1102. 
772. and 714 MS (FD) m/e 472 



Elemental Analyses for C 24 H 19 N 2 O s F 3 

Calculated j C. 61 02. H. 4 03. N. 5 93. 
Found } C. 6105. H.4 17. N. 5.81. 
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E (9-[(3-Triflu n3melhoxyphenyl)methyq-5-carbamoylcarba^ l-4-yl}oxyacetic acid, sodium sail 

[0379] A suspension of the {9^(3-tntluwomethoxyphenyl)methyl]-5^rbamoylcart)azol-4-yl}oxyacetic acid, methyl 
ester (22.4 mg. 0.047 mM) and 0 065 mL (0.065 mM| of 1 N NaOH n 5 mL ol ethanol was stirred for 24 hours at 25 
s "C. The solvent was removed in vaeuoand the residue suspended in EtOH. The resultant white precipitate was collected 
by filtration, washed with a 6mall amount of EtOH, then dried in vacuo to afford 9 mg (41 %) of the {9-{(3-t nfluoromath- 
oxyphenyl)melhyl]-5-carbamoylcarbazol-4-yl}oxyacetc acid, sodium salt as a white powder MS (ES) m/e 457, 459. 

EXAMPLE 44 Preparation of {9^(2^iplTenyl)methyl]-5^rbamoylcarbazoM-yl}oxyacetic acid 

to 

[0380] 



is 



20 



25 




30 

A 2-Carbomethoxy-6-nitro-2'-methoxy-biphenyl 

[0381] A solution of methyl 2chk>ro-3-nitrobenzoate (2.16 g, 10.0mM). 2-methoxybenzeneboronic acid (1 64g. 10.5 
mM), tetrakis(tripheny(phosphine)palladium (0) (584 mg, 0.S mM), and 2 M aqueous sodium carbonate (10.5 mL. 21 .0 

35 mM) in 50 mL of THF was wrapped in aluminum foil and stirred at reflux lor 27 hours The THF was removed in vacuo 
and the residue dissolved in ethyl acetate. Tho mixture was washed with with HjO, 1 N HCI, H^O, sat. NaHCO,. and 
saturated brine, dried over magnesium sulfate, filtered, and concentrated. The resultant light brown oil was purified by 
column chromatography on silica (elution with gradient toluene/ethyl acetate) to afford 2 0 g (69%) of 2-carbomethoxy- 
6-nitro-2'-methoxy-biphenyl as a yellow-orange solid 'H NMR (CDCI 3 ) 5 8.05 (d. 1 H. J=8 Hz). 7 95 (d, 1H. J=8 Hz). 

•« 7.55 (t. 1 H. J=8 Hz). 7.35 (t. 1 H. J=8 Hz). 7.05 (d. 1 H. J=8 Hz). 7.0 (t. 1 H. J=8 Hz). 6 9 (d. 1 H. J=8 Hz). 3 7 (s. 3H). 
and 3.6 (s. 3H) IR (KBr. cm-') 1730. 1538. 1499. 1366. 1298. 1271. 1130. 774. 765. 759, 752. and 707. MS (ES) rrv 
6 288. 



Elemental Analyses for C 15 H 13 NO s : 


Calculated. 
Found. 


C, 62.72. H.4 56. N.4 86 
C. 62.65. H, 4.61: N. 4.72. 



B. 9H-4-methoxy-5-carbomethoxy carbazote 

50 

[0382] A solution of the 2-carbomethoxy-6-nitro-2'-methoxy-biphenyl (144 mg, 0.5 mM) in tnethylphosphite (339 mg. 
0.35 mL. 2.0 mM) was heated at 150-160 »C n a sealed tube for 4 h then at room temperature for 15 hours. The 
mixture was dried in vacuo with toluene, then purified by preparative TLC on silica gel (elution with 4:1 toluene/ethyl 
acetate to afford 39.0 mg (30%) of the 9H-4-methoxy-5-carbomethoxy carbazole as a tan solid. 1 H NMR (CDCI 3 ) 8 
ss 8.25 (s. 1 H). 7.4-7.2 (m, 4H) 7.05 (d, 1 H, J=8 Hz). 6.65 (d. 1 H, J=8 Hz), and 4 05 (s. 6H) IR (CHCt,. crrr' ) 3274 (or), 
1706, 1602. 1583, 1456. 1431. 1351. 1333. 1294. 1239. 1198, 1175. 1144, 1103 781. and 724 MS (ES) nVe 256. 
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Elemental Analyses for C, 5 h 13 nc>3 


Calculated 
Found 


C. 70.58 H, 5 13: N. 5 49 
C. 70 85: H. 5 29. N, 5.29 



C 9-[(2-Biphenyl)methyl]-4-methoxy-5-carbomethoxy carbazole 

[0383] A solution of the 9H-4-methoxy-5-carbomethoxy carbazole (727 mg. 2.35 mM) in 15 mL DMF was added to 
w 60% NaH mineral oil dispersion (342 mg. 8 56 mM. washed twice with hexane) at room temperature Following ces- 
sation of gas evolution. 2-(bromomethyl)biphenyl (0 79 mL. 4 1 9 mM) was added and the mixture stirred at room tem- 
perature for 19 hours The mixture was diluted with ethyl acetate and H>0 The ethyl acetate layer was washed with 
with Hp. 1 N HCI. H a O sat NaHCO- and saturated brine, dried over magnesium sulfate, filtered and concentrated 
to afford 1 2 g (100%) of the 9-[(2-biphenyl)methyl]-4-methoxy-5-carbomethoxy carbazole as a yellow solid 'H NMR 
is (CDCI 3 )87 6-7 2 (m. 11 H). 7 05 (I. IH J=8 Hz), 6.8 (d. 1H. J=8 Hz). 6 55 (d. 1H J=8Hz),66(d. 1H J=8 Hz). 5 4 1s. 
2H) and 4 0 (s. 6H) IR (KBr. cnv') 1727 MS (ES) m/e 422 



Elemental Analyses for CjgH^NOj. 


Calculated 
Found 


C. 79.79- H, 5 50 N, 3.32. 
C. 79.53: H. 5.61 N, 3.15. 



0 9-[(2-Biphenyl)metnyl]-4-hydroxy-5-carbomethoxy carbazole 

25 [0384] Boron tribromide (1 0 M in methylene chloride. 1.69 mL. 1 69 mM) was slowly added to a solution of 9-[ 
(2-biphenyl)methylj-4-methoxy-5-carbomethoxy carbazole (547 mg, 1 3 mM) in 5 mL methylene chloride at -10 °C 
After 2 houre. the mixture was quenched with methanol (1.31 mL. 32.5 mM) and 6tirred at room temperature tor 5 
hours. The mixture was diluted with ethyl acetate, washed with HjO, 1 N HCI. HjO, sat NaHC0 3 , and saturated brine, 
dried over magnesium sullate. filtered, and concentrated The residue was punfied by column chromatography on silica 

30 gel (elutwn with methylene chloride) to afford 445 mg (84%) of the 9-|(2-biphenyl)methyl]-4-hydroxy-5-carbomethoxy 
carbazole as a yellow foam 'H NMR (CDCI 3 ) 8 1 0 35 (s. 1 H). 7 95 (d. i H. J=8 Hz). 7 6-7 2 (m. lOfH). 7 05 (t. 1 H. J=8 
Hz). 6 8 (m. 2H). 6 6 (d. 1 H. J=8 Hz). 5.4 (s. 2H). and 4 1 (s. 3H) IR (KBr. cmr 1 ) 3200 (br), 1660. 1596 1451. 1439 
1427. 1333. 1262. 1217 1137. 752. 713. 1763 and 703. MS (ES) m/e 406, 408. 



Elemental Analyses for C 27 H 21 N03 


Calculated 
Found 


C, 79.59. H.519. N. 3.44 
C, 80.62; H, 5.73 N, 3 44. 



E 9-[(2-Biphenyl)methyl|-4-hydroxy-5-carbamoyl carbazole 



[0385] A solution of the 9-[(2-biphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (407 5 mg, 1 0 mM) in 5 mL 
THF and 20 mL concentrated aqueous ammonium hydroxide was sonicated for 28 5 hours at 40-50 *C The mixture 
was diluted with ethyl acetate and acidified to pH 1 with 5 N HCI The aqueous layer was extracted three limes with 

4 S ethyl acetate The combned organic extracts were washed with Hf> and saturated brine, dried over magnesium sulfate, 
filtered and concentrated The residue was purified by column chromatography on silica gel (elution with gradient 
methylene chloride/ethyl acetate) to alford 165 mg (42%) of the 9-((2-biphenyl)methyl]-4-hydroxy-5-carbamoyl carba- 
zole as a yellow solid 'HNMR (DMSCHJ6) 8 10 45 (s. 1H). 8.8 (br s. IH), 8.4 (br s. 1H). 7 6-7 2 (m, 11 H). 7 05 (t. 1 H, 
J=8 Hz), 6 75 (d. IH, J=8 Hz), 6 55 (d, IH, J=8 Hz), 6 35 (d 1H. J=8 Hz), and 5.55 (s 2H). IR (KBr, cm-i) 3451. 3331, 

„ and 1639 MS (ES) m/e 391. 393 



Elemental Analyses for O^H^gfi^ 


Calculated 
Found 


C, 79.57. H.5.14: N. 7.14. 
C, 79.60: H. 5 37: N. 6.90. 
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F {9-[(2-Bphenyl)m lhyl]-5-carbamoylcarbaz l-4-yl}oxyacetic acid, lert-bulyl est r 

[0386] 40% Methanols Triton B (0 2 mL 0 44 mM) was added lo a solution of the 9-((2-biphenyl)methyll-4-hydroxy- 
5-carbamoyl carbazole (141 mg. 0 36 mM) in S mL DMF at room temperature After 5 minutes, t-butyl bromoacetate 

s (107 mg, 0 54 mM) was added and the resultant mixture stirred at room temperature lor 6.5 hours. The mixture was 
diluted with ethyl acetato, washed with H z O, 1 N HCI, HJD. eaX. NaHC0 3 , and saturated brine, dried over magnesium 
sulfate, filtered, and concentrated The residue was purified by column chromatography on silica gel (elution with gra- 
dient methylene chloride/ethyl acetate) to afford 140 mg (76%) of the {9-((2-biphenyl)methyl]-5-carbamoylcarbazol- 
4-yl)oxyacetic acid, tert-buty: c-sier as a white foam. ' H NMR (CDCI 3 ) 5 7 6-7.2 (m, 1 3H), 7.05 (t. 1 H. J=8 Hz). 6 85 (d. 

10 1H.J=8Hz).6 6(d, 1H J=6 Hz), 6 55 (d, 1 H. J=8 Hz) 5 4 (6. 2H). 4 8 (s, 2H). and 1 45 (s. 9H) IRICHClj om-i)1753 
and 1674 MS(ES)m/e507 





Elemental Analyses for C^^^O^ 


15 


Calculated 


C. 75.87: H, 5.97: N. 5.53 




Found 


C. 7610: H.6.12. N. 5.37 



G (9-((2-Biphenyl)methyl]-5-carbamoylcarbazol-4-y1}oxyacetic acid 



20 [0387] A solution of the {9-[(2-biphenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacelic acid, tert-butyl ester (116 mg. 

0 23 mM) in 3 mL of trifluoroacetic acid was stirred at room temperature for 2 hours The solvent was removed in vacuo. 

Tne residue was triturated with ethyl ether/hexanes. then dried in vacuo to afford 1 03 mg (1 00%) of the |9-[(2-biphenyl) 

methyl]-5-carbamoylcarbazol-4-yljoxyacetic acid as a white powder. 'H NMR (DMSO-d6) 5 12.95 (br s, 1H). 7 75 is. 

1H), 7 65 (d, 2H, J=8 Hz), 7.55 (t. 2H. J=B Hz), 7.4 (s, 1H). 7.35-7 2 (m, 6H). 7.05 (m. 2H), 6.9 (d 1H. J=8 Hz), 6.6 (d, 
2S 1H, J=8 Hz), 6.4 (d. 1H, J=8 Hz), 5.55 (s, 2H), and 4 8 (s, 2H). IR (KBr, cm ') 3400. 3200. 1736. 1636, 1618, 1583, 

1499. 1455, 1433, 1329. 1249, 1155, 753, and .713. MS (ES) m/e 449, 451. 



Elemental Analyses tor C^H^N^ 

Calculated J C, 74 65. H, 4.92: N, 6 22. 
Found | C. 75 47. H, 4 77: N. 6 24. 



EXAMPLE 45 

as Esterification of {9-l(2-8iphenyl)methyl]-5-carbarnoylcarbazol-4^yl|oxyacetic acid to the {9-|(2-Biphenyl)methyl]- 
5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester 

[0388] 
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to 



IS 



hours The mixture was diluted with ethyl acetate, washed with r^O. sal NaHC0 3 H2O. and saturated brine, dried 
over magnesium sullate. filtered, and concentrated to afford 36 mg ( 1 00%) of the {9-[(2-biphenyl)methyl|-5-carbamoyl- 
carbazol-4-yl}oxyacetic acid, methyl ester as a white solid 'H NMR (CDCI 3 ) 5 7 6-7 2 (m. 11H). 7 1 (I. 1H. J=8 Hz) 
6.85 (d. 1 H J=8 Hz). 6 6 (d 1 H. J=8 Hz). 6 55 (d. 1 H. J=8 Hz). 5 8 (br s. 2H) 5 4 (s 2H) 4.8 (s, 2H). and 3 75 (s. 3H) 
IR (KBr cm-') 1750 and 1666 MS (ES) m/e 465. 



Elemental Analyses for CjgH^NjC^ 



Calculated 
Found 



C 74.98. 
C. 75.09. 



H.5 21. 
H. 5 57. 



N. 6 03. 
N. 5.63 



Example 46 

Preparation of [9-Benzyl-4-carbamoyl-1 2 3 4-tetrahydrocarbaole-5-yl|oxyacetic acid 
[0390] 



20 



25 



30 




35 A 9-Benzyl-4-carboxy-5-methoxy-1.2,3.4-tetrahydrocarbazole. Ethyl Ester 

[0391J Asolutionof 1 50g(4 02mmol)of 9-Benzyl-4-carboxy-3-chtoro-5-methoxy-1,2 3.4-tetrahydrocarbazole. ethyl 
ester and 0.45 g (4 40 mmol) of Et 3 N in 25 mL of EtOH was treated with 0 24 g of 5% Pd-C and the mixture hydrogenated 
at 60 pounds per square inch for 16 hours The reaction was filtered and concentrated in vacuo to give 1 40 g ol a tan 
40 solid 'HNMR(CDCI 3 )6 7 30-7 19 (m. 3H) 7 03-6.95 (m. 3H). 6.80 (d. 1H, J=6 1 Hz). 6 44 (d. 1H. J=7 7 Hz) 5 22td. 
2H, J=5 9 Hz), 4 22-4 11 (m. 3H). 3.82 is. 3H). 2 75-2 64 (m 1H). 2 59-2 48 (m 1H) 2 11-1 64 (m. 4H) and 1 25 (t 
3H J=7 0Hz) IR(CHCI 3 )2959. 1725. 1499. 1453 1260. 1178. 1128 cm-1: 



Elemental Analyses for C 23 H 2S N03 

45 = 

Calculated j 363 1836 

Found j 363 1834 

B 9-Benzyl-4-carbamoyl-5-hydroxy-1 ,2,3.4-tetrahydrocarbazole 

SO 

[0392] AO 'C solution of 1 00 g (2 80 mmol) 9-benzyl-4-carboxy-5-methoxy-1 .2. 3.4-tetrahydrocarbazole ethyl ester 
in 15 mL of C^Cfe was treated with 22 40 mL (22 40 mmol. 1 M in CHjCfe) of BBr 3 The cold bath was removed and 
the reaction stirred until tic analysis (10% EtOAc in hexanes) indicated complete consumption ol starting material (1.5 
hours) The reaction was cooled to 0 »C and was quenched with 5 0 mL ol MeOH The mixture was stirred at ambient 
ss temperature for 18 hours and was concentrated in vacuo. The black oil was taken up in 200 mL of CHjCIj and the 
solution washed with H20 (100 mL) and saturated aqueous NaHCOj (lOOmL) Evaporation of the solvent in vacuo 
alforded 700 mg of a black oil. Purification by radial chromatography (10 % EtOAc in hexanes) afforded 400 mg of 
9-benzy l-4-carboxy-5-hydroxy- 1 2 3 4-tetrahydrocarbazol , ethyl ester which was taken on directly to the next reaction 
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[0393] Th phenol was taken up in 40 ml ( THF and Ihe solution treated with 10 mL of NH4OH. Hie reaction vessel 
was capped and the mbrtur stirred vigorously for 1 3 days The reaction was poui ed into t-^O and the mixtui e extracted 
with EtOAc (3 x 150 mL) The combined organic layers were dried (NajSQ,) filtered and concentrated in vacuo to 
give 300 mg of a brown foam Radial chromatography (3% MeOH in Cl-feCy afforded 50 mg of starting phenol and 
s 80 mg (0 03 mmol 22 %) of 9-benzyl-4-carbamoyl-5-hydroxy-1 ,2,3,4-tetrahydrocarbazole. 'H NMR (CDCI3) 8 
7.33-7 24 (m. 3H), 7 06-6 97 (m. 3H). 6 81 (d. 1H, J=8 1 Hz) 6.56 (d. 1H, J=7 5 Hz) 5 22 (d. 2H J=2.2 Hz). 4 20-4 15 
(m. 1H). 2 76-2 67 (m, 1H), 2.63-2.51 (m. 1 H), 2 35-2 27 (m, 1H). and 2 09-1 91 (m. 3H) no phenol proton detected 
IR (CHCI 3 ) 3007, 1667, 1586. 1567. 1496. 1266 cm-1: 



10 



Elemental Analyses for 




Calculated 


321 1603 


Found I 


321 1607 



is C. [9-Benzyl-4-carbamoyl-1 ,2,3,4-tetrahydrocarbazole-5-ylloxyacetic acid. Methyl Ester 

[0394] A solution of 80 mg (0.25 mmol) of 9-benzyl-4-carbamoyl-5-hydroxy-1 2,3,4-telrahydrocarbazote in 2 5 mL 
of DMF was treated with 61 mg (0.30 mmol) of CsjCO, followed by 26 mg (0.30 mmol) of methyl bromoacetate The 
mixture was stirred at room temperature until tb indicated complete consumption of starting material (2 hours) The 

20 reaction was diluted with HgO (10 mL) and was extracted with EtOAc (3x10 mL) The combined organic layers were 
washed with H a O (3 x2 0 mL). dried over Ua^0 4 , filtered, and concentrated in vacuo The residue was purified by 
radial chromatography (SiOg. 2 5% MeOH in Cl-feCy to afford 50 mg (0 13 mmol. 51%) of [9-benzyl-4-carbamoyl- 
1 .2.3,4-tetrahydrocarbazote-5-yl|oxyacetic acid, methyl ester as an oil 'H NMR (CDCI3) 8 7 337 21 (m, 3H) 7 05-6 98 
(m,3H).698(d, 1 H, J=7 4 Hz). 6 46 (br s, 1H).6.37(d, 1H. J=7 7 Hz), 5 S2(brs. 1H) 5.23(d. 1 H, J=4.9 Hz) 4 79-4 70 

2S (m.2H). 4.20-4.15 (m, 1H), 3 81 (s. 3H). 2 79-2.69 (m. 1H), 2.63-2.49 (m. 1 H), 2 43-2 35 (m. IH) 2 25-2 09 (m. 1H) 
and 1 99-1.78 (m, 2H) IR (CHCI 3 , cm-') 1759 1670. 1497. 1453. 1440. and 1132 MS (ES) m/e 393 (M+1) 





Elemental A 


nalyses for C^H^N^. 


30 


Calculated 


C. 70.39; H.6.16, N, 7 14. 


Found 


C, 70.29. H.6 31, N. 7.08 



D. [9-Benzyl-4-carbamoyH,2.3.4-tetrahydrocarbazole-5-yl)oxyacetic acid 



as [0395] A solution of 30 mg (0 076 mmol) of [9-benzyl-4-carbamoyl-1 ,2,3.4-tetrahydrocarbazole-5-ylloxyacetic acid, 
methyl ester in 1 .0 mL of THF and 1 .0 mL of MeOH was treated with 0 2 mL of 1 N aqueous LiOH (0 2 mmol). The 
mixture was stirred for 1 8 hours. An additional 0 2 mL of 1 N aqueous LiOH (0.2 mmol) was added and stirring continued 
After 1 hour, the mixture was concentrated in vacuo. The residue was dissolved in 2.0 mL of HjO and the solution 
acidified with 0.2 N aqueous HCI. The solid was filtered and dried to afford 25 mg of [9-benzyl-4-caroamoyl-1 ,2,3.4-tet- 

J0 rahydrocarbazole-5-yl]oxyace1ic acid as a white solid. 'H NMR (DMSO-d6) 6 7 36-7 12 (m. 5H), 7 05-6 83 (m. 5H), 
671 (brs. 1H). 6.35 (d. 1H, J=76Hz), 5.27 (s. 2H). 4.64 (s. 2H). 3 93-3 84 (m. 2H).275-2.64 (m. 1H).216-1 95 (m. 
2H), 1.81-1.64 (m, 2H) and 1 proton masked by HgO peak between 2 58-2 40. IR (KBr, cm ') 3435, 2936. 1722. 1644 
1586. 1566. 1495, 1451, 1354. 1227, 1134. 730. 716. and 698 MS (ES) m/e 377 (M-1) and 379 (M+1) 



Elemental Analyses for C^H^NjOj 


Calculated 
Found 


C 69 83; H. 5 86 N.7 40 
C. 70.11: H.5.76. N.7 12 



SO 



ss 
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EXAMPLE 47 

Preparation of {9-J(2-Pyridyl)methyll-5-carbamoylcarba7ol-4-yl)oxyacelic acid 
s [0396] 



to 



rs 




A 9-[(2-PyrioVI)melhyl|-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 

[0397] AO'C suspension of 5-carbomethoxy-1 2-dihydro-9H-carbazol-4(3H)-one (1 50 g 617 mmol). potassium 
carbonate (2 60 g, 18.8 mmol). and catalytic amount of sodium iodide ica 10 mg). was treated with 2-ptcolyl chloride 
hydrochloride (1 10 g, 6 70 mmol) The cold bath was removed and the reaction stirred at ambient temperature 72 
hours. The reaction was poured into H a O (100 ml) and the mixture extracted tour times with ethyl acetate The corn- 
bred organic layers were washed four times with HgO, once with saturated brine, dried over anhydrous sodium sulfate, 
filtered, and concentrated The residue was punfied by flash chromatography on silica gel (elution with 70% then 80% 
then 85% EtOAc in hexanes) to afford 1.70 g (82%) of the 9-{(2-pyndyl)methyl|-5-carbomethoxy-1 .2-dihydrocarbazol- 
4(3H)-one as an oil which solidified on standing. 'H NMR (CDCI 3 ) 8 8 52 (br s. 1 H). 7 54-7 47 (m. 1 H). 7 34-7 26 (m, 
2H) 7 18-7 11 (m. 2H). 6.67 (d. J=7 8 Hz. 1H) 5 34 (s 2H) 3 99 (s. 3H), 2 87 (t, 2H. J=6 0 Hz) 2 50 (t. 2H. J=6 3 Hz) 
and 2 20-2 1 3 (m. 2H) IR (CHCI3, cm- 1 ) 3010. 2953. 1725. 1654. 1 463. 1 446. 1288 and 1121. MS (ES) m/e 335 (M+1 ) 



Elemental Analyses for C a H^N 2 0 3 

Calculated j C. 71.84: H. 5 43 N.8 38 
Found j C, 71.70: H.5 49. N.8 37 



40 B. 9-((2-Pyndyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0398] A solution of the 9-J(2-pyridyl)methyl]-5-carbomethoxy-1 2-drhydrocarbazol-4(3H)-one (500 mg 1 .50 mmol) 
in 2 mLof dioxane was treated with sodium hydride (140 mg. 3 50 mmol: 60% dispersion in mineral oil) and the mixture 
stirred for 15 minutes Methyl benzenesulfinate (0 32 mL. 2 45 mmol) was added dropwise and the reaction stirred at 

45 room temperature After 0 5 hours gas evolution began and the reaction turned dark brown. The mixture was stirred 
until tic indicated complete consumption of starting matenal (1 hour) at which time glacial acetic acid (0 20 mL 3.50 
mmol) was added An additional 2 mL of dioxane was added to assist stirring and the mixture was heated to mild reflux 
for 1 hour The reaction was cooled and diluted with EtOAc (50 mL) The organic layer was separated, washed once 
with saturated aqueous NaHCO a and once with saturated brine, dried over anhydrous sodium sulfate, filtered, and 

50 concentrated The residue was punfied by radial chromatography on silica gel (elution with 20% ethyl acetate n hex- 
anes) to afford 470 0 mg (94%) of the 9-[(2-pyndyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole as a solid 'H NMR 
(CDCI 3 ) 6 10.37 (s 1H). 8 61 (d. 1H. J=3 7 Hz). 8.01 Id. 1H, J=7.8 Hz), 7.63 (d, 1H. J=8.3 Hz). 7 47-7.39 (m. 3H). 
7 19-714(m. 1H). 694 (d 1H J=8 3 Hz). 6 84 (d. 1H. J=8.3Hz) 6.59 (d. 1 H. J=7 8 Hz), 5 66 (s, 2H). and 4.10 (S 
3H) IR (CHCI3. cm-') 3200 (br), 1686 1597. 1442. 1428, 1332. 1286, and 1268. MS (ES) m/e 333 (M+1 ). 

55 

Elemental Analyses for C^H^^Oy 
Calculated { C. 72.28: H.4 85. N.8 43. 



BNSOOCtt): <EP_08521 *8A2J _> 
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(continued) 

Elemental Analyses for C^H^NgQ,. 

Found j C. 72 44. H. 4.79: N, 8 44. 



c 94(2-Pyndyl)methyl)-4-hydroxy-5-carbamoyl carfoazole 

[0399] A solution of the 9-{(2-pyridyl)methyll-4-hydroxy-5-carrjomethoxy carbazole (480 mg. 1 .43 mmol) in 10 mL 
THF and 40 mL concentrated aqueous ammonium hydroxide was treated with a stream ot NH- gas to ensure saturation 
The reaction vessel was capped and the mixture heated to 35 °C with stirring until tic indicated complete consumption 
of starting material (20 hours) The THF was evaporated and the aqueous layer saturated with solid sodium chloride. 
The mixture was extracted three times with THF The combined organic layers were dried over anhydrous sodium 
sulfate, filtered and concentrated The foam was taken up in hot ethyl acetate and passed over a she-room tempera- 
turecolumn of silica gel using ethyl acetate as the eluent to afford 247 mg (54%) of the 9-((2-pyridyl)methyl}-4-hydroxy- 
5-carbamoyl carbazole as a white solid 'H NMR (DMSO-dS) 8 10 46 (s, 1H),8.81 (brs. 1H). 846 (d. 1H, J=5 8 Hz). 
8 36 (br s. 1H), 7.8 (dd. 1 H, J=2 9 and 6.4 Hz). 7.67-7 59 (m. 1H). 7 47-7 41 (m. 2H). 7 30-7 20 (m. 2H). 7 05 (d. 1H, 
J=7 9 Hz). 6.87 <d. 1H. J=9.3 Hz). 6 57 (d. 1H. J=7 8 Hz), and 5 73 (s. 2H) IR (KBr. cm ') 3404. 3051 1652. 1618. 
1595.1582.1567.1559.1450,1436.1334.1266 1226. 776. 763 and 647 MS (ES) m/e 318 (M+1) 



Elemental Analyses for C ig H 1s Nj0 2 : 
Calculated | C, 71.91: H. 4 76 N. 13 24. 
Found i C, 72.11 H, 4 70 N. 12.95. 

D (9-[(2-Pyndyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 

[0400] A mixture of the 9-{(2-pyridyl)methyl]-4-hydroxy-5-carbamoyl carbazole (216 mg, 0 68 mmol) and CS2CO3 
(550 mg. 1 69 mmol) in 5 mL DMF was treated with methyl bromoacetate (0 08 mL; 0 85 mmol). The reaction was 
stirred until tic analysis indicated complete consumption of. starting material (2 hours) The mixture was concentrated 
and the residue taken up in HgO (50 mL) The aqueous layer was saturated with solid MaCI and was extracted five 
times with THF The combined organic layers were dried over anhydrous sodium sulfate, filtered and concentrated. 
The solid was triturated with EtOAc to afford 205 mg (77%) of the (9-{(2-pyndyl)rnethyl|-5-carbamoylcarbazol-4-yl) 
oxyacetic acid, methyl ester as an off white solid 1 H NMR (DMSO-d6) 6 8 47 (d. 1H, J=4.9 Hz). 7 66-7 57 (m. 2H). 
7.48 (br s, 1H), 7 38-7.27 (m, 2H), 7.24-7 19 (m, 2H), 7 19 (br s. 1H). 7 04 (d. 1H. J=7.3 Hz). 6.87 (d. 1H. J=7 8 Hz) 
6.56 (d. 1H. J=7.8 Hz). 5 71 (S. 2H). 489 (S. 2H), and 369 (S, 3H). IR (CHCI3, cm"') 3380. 3140. 1737. 1675 1500. 
1457, 1354. 1340. 1242, 1158. 772. and 715. MS (ES) m/e 390 (M+1). 



Elemental Analyses for C22H 19 N 3 0 4 : 

Calculated | C, 67 86. H.4 92. N. 10.79 
Found | C. 67.75. H.5 08. N. 10.66 



E. (9-{(2-Pyni^l)melhyl]-5<arbarnoylcarbazol-4-yl}oxyacetic acid, hydrochlonde 

[0401] A slurry of the {9-{(2-pyrKlyl)methyl]-5-carbamoylcarbazc4-4-yl)oxyacetic acid, methyl ester (75.0 mg 0.19 
mmol) in 1 .3 mL of THF and 0.4 mL of MeOH was treated with 0.4 mL of 1 N aqueous LiOH (0 4 mmol) and the mixture 
stirred at room temperature for 16 hours. The reaction was concentrated and the residue purified by reverse phase 
chromatography (Vydac C18 column using a 5% to 40% gradient of 0 01% HCI in acetonrtnle m 0.01% HCI in HjO. 
The fractions containing product were tyopholized to afford 75 mg (96%) of {9-{(2-pyridyl)methyl]-5-carbamoylcarbazol- 
4-yl)oxyacetic acid hydrochlonde as a white powder. 'H NMR (DMSO-d6) 5 'H NMR (DMSO-d6) 8 S.50-8 46 (m. 1 H). 
7.71 (br s. 1 H). 7 62-7 67 (m. 1 H), 7.58 (d. 1 H. J=8.3 Hz), 7.38 (br s. 1 H), 7.42-7.29 (m. 3H). 7 26-7.19 (m. 2H), 7 06 
(d. 1 H, J=7 3 Hz). 6 87 (d. 1 H. J=7 8 Hz), 6 58 (d, 1 H. J=8.3 Hz) 5.73 (s. 2H) and 4 80 (s, 2H). no acid proton detected 
IR (KBr, cm 1 ) 3381. 1716. 1637. 1593 1580. 1499. 1454. 1430. 1330, 1287. 1157, 1093 776 and 720 MS (ES) rrv 
e376(M+1). 



Elemental Analyses for C^H^N^ 


HCI: 


Calculated: | C, 61 .24: 


H. 4.41. 


N. 10 20 
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(continued) 

Elemental Analyses tor C 21 H 17 N 3 0 4 .HCI 
Found I C 61 11. I H. 4.25. I N 10 23. 



EXAMPLE 48 

Preparation of {9-[(3-Pyridyl)methyl]-5-carbamoylcarba2ol-4-ylJoxyacetic acid 
10 [0402] 



15 



20 



25 




A. 9-f(3-Pyridyl)methyll-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 

[0403] A suspension of 5-carbomethoxy-i .2-dihydro-9H-carbazol-4(3H)-one (500 mg. 2 06 mmol). potassium car- 
bonate (860 mg, 13 8 mmol). and catalytic amount of sodium iodide (ca 10 mg), was treated with 3-picolyl chloride 
hydrochloride (500 mg, 3.05 mmol) The reaction was stirred at ambient temperature 1 9 5 hours. The mixture was 
poured into H z O (100 mL) and the mixture extracted four times with ethyl acetate The combined organic layers were 
washed four times with H 2 0. once with saturated brme. dried over anhydrous sodium sulfate, filtered, and concentrated. 
The residue was purified by flash chromatography on silica gel (elution with 5% MeOH in EtOAc) to afford 550 mg 
(80%) of the 94(3-pyridyl)methyl|-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one as a white solid 'H NMR (CDCI 3 ) 
5 8 48 (d. 1H. J=2 9 Hz). 8 43 (br s 1H) 7 31 (d. 1H, J=7 3 Hz), 7 25-7 09 (m. 5H). 5.29 (s. 2H). 3 97 (s. 3H). 2.80 (t. 
2H. J=6 1 Hz) 2 49 (t, 2H. J=6 4 Hz), and 2 20-2 12 (m . 2H). IR (CHCI 3 , cm" 1 ) 1726. 1656. 1464, 1444 1434. 1289 
and 1 1 1 9 MS (ES) m/e 335 (M+1 ). 



Elemental Analyses for C 20 H 18 N 2 O 3 

Calculated j C. 71.84 H. 5 43: N, 8 38 
Found ] C. 70.97. H 5 89: N. 8.53 



B. 9-[(3-Pyridyl)msthyl]-4-hydroxy-5-carbomethoxy carbazole 

[0404] A solution of the 9-{(3-pyridyl)methyl]-5-carbomethoxy-l 2-dfoydrocarbazol-4(3H)-one (456 mg. 1 .31 mmol) 
in 3 mL of dioxane was treated with sodium hydride ( 1 28 mg. 3 20 mmol: 60% dispersion in mineral oil) and the mixture 
stirred for 15 minutes Methyl benzenesulfinate (0.32 mL: 2 45 mmol) was added drop wise and the reaction heated to 
70 °C until tic analysis indicated complete consumption of starting material (2 hours). The reaction was cooled and 
diluted with EtOAc (50 mL). The organic layer was separated, washed once with saturated aqueous. NaHC0 3 and 
once with saturated brine, dried over anhydrous sodium sulfate, filtered, and concentrated The residue was punfied 
by radial chromatography on silica gel (elution with 20% then 30 % then 50% then 75% ethyl acetate in hexanes) to 
alford 400 mg (92%) of the 9-[(3-pyrdyl)methyl|-4-hydroxy-5-carbomethyoxy carbazole as a yellow solid. 'H NMR 
(DMSO-d6) 8 10 20 (s, 1H). 3.46 (d. 1H J=2 0 Hz). 8.39 (d, 1H. J=4 9 Hz), 7 73 (d, 1H J=8 3 Hz). 7 43-7 37 (m. 2H), 
7 28-721 (m.2H), 7 15-7 08 (m 2H),6 56(d 1 H. J=7 8 Hz). 5 67 (s. 2H). and 3 80 (s, 3H) IR (KBr, cm -1 ) 1722, 1585, 
1459. 1431. 1331. 1321 1292. 1278, 1136,781 and 763. MS (ES) m/e 333 (M+1 ). 



BNSCCOD: <EP_j08SS14MaLL> 
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Elemental Analyses for c^h^n^. 

Calculated j C. 72 28. H.4 85 N 8 43. 
Found j C. 72 37. H. 4 67. N. 8 71 



C 9-((3-Pyridyl)methyl|-4-hydroxy-5-carbamoyl carbazole 

[0405] A solution of the 9-{(3-pyridyl)methyl]-4-hydroxy-5-carbomethoxy carbazole (362 mg. 1 09 mmol) in 15 mL 
to THF and 60 mL concentrated aqueous ammonium hydroxide was treated with a stream of NHj gas to ensure saturation. 
The reaction vessel was capped and the mixture heated to 35 "C with stirnng until tic indicated complete consumption 
ol starting material (48 hours) The mixture was neutralized to pH 8 with 5 N aqueous HCI. saturated with solid sodium 
chloride, and extracted twice with THF The combined organic layers were concentrated. The resulting foam was taken 
up in a minimal amount of THF and loaded onto a silica gel column which had been pre equilibrated with EtOAc Elution 
is with EtO Ac afforded 255 mg (74%) of the 9-{(3-pyndyl)methyl]-4-hydroxy-5-carbamoyl carbazole as a yellow solid 1 H 
NMR (0MSO-d6) 6 10 46 (s 1H). 8 79 (br s. 1H). 8 43 (d. 1H. J=1 5 Hz), 8 39 (dd. 1H. J=1 4 and4 9 Hz) 8.35 (br s. 
1H). 7 84 (d. 1H. J=7 8 Hz), 7 48-7 22 (m. 6H). 7 13 (d. 1H. J=8 3 Hz), 6 58 (d. 1H. J=7 3 Hz), and 5 73 (s 2H) IR 
(KBr cm-') 3436. 3198 (br), 1629. 1619. 1599. 1580, 1564. 1547, 1444. 1433. 1329 1263,and776 MS (ES) m/e 318 
(M + 1). 

20 

Elemental Analyses for C 19 H 1S N 3 0 2 : 

Calculated | C. 71 91. H, 476. N. 1324 
Found j C. 7210 H 4 66 N. 1319 

25 

D (9-((3-Pyridyl)me%l]-5-caroamoylcarbazol-4-yl}oxyacetic acid, methyl ester. 

[0406] A mixture of the 9-{(3-pyridyl)methyl]-4-hydroxy-5-carbamoyl carbazole (225 mg, 0 71 mmol) and CsjC0 3 
(580 mg. 1 79 mmol) n 5 mL DMF was treated with methyl bromoacetate (0 09 mL. 0 95 mmol). The reaction was 

M stirred until tic analysis indicated complete consumption of starting material (2 hours) The mixture was concentrated 
and the residue taken up in HgO (50 mL) The aqueous layer was saturated with solid NaCI and was extracted five 
times with THF The combined organic layers were dried over anhydrous sodium sulfate, filtered and concentrated 
The solid was triturated with THF then EtOAc to afford 85 mg of the {9-[(2-pyridyl)me1hyl)-5-carbamoylcarbazol-4-yl} 
oxyacetic acid, methyl ester as an off white solid. The mother liquors from the tnturatons were chromatographed over 

as silica gel using radial chromatography (0 5% then 1% then 2% MeOH in CHCy to afford an additional 80 mg of product 
(165 mg total; 60%) 'HNMR (CDCI 3 ) S 3 53 (br. 2H), 7 42-7 39 (m, 4H), 7.20 (d. 1H, J=7 8 Hz) 7 13 (br s. 1H). 6 98 
(d, 1H.J=8.3Hz). 6 56(d. 1H, J=7 9 Hz), 6.17 (brs 1H), 5 91 (br s 1H). 5 49(s 2H), 4 88 (s, 2H), and 3 79 (s. 3H). 
IR (KBr, cm"') 3367. 3161, 1760, 1733, 1673. 1577, 1501, 1458. 1433, 1418. 1328, 1216. 1202. 1180, 1157 771. and 
714. MS (ES) m/e 373 (M+-NH 2 ) and 390 (M+1) 

40 

E. (9-{(3-Pyndyl)m8thyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, hydrochloride 

[0407] A slurry of the {^(3-pynoyi)methylJ-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester (85.0 mg, 0 22 
rrmol) in 1 5 mL ol THF and 0.48 mL of MeOH was treated with 0 48 mL of 1 N aqueous LiOH (0 48 mmol) and the 

4 S mixture stirred at room temperature for 1 6 hours The reaction was concentrated and the residue purified by reverse 
phase chromatography (Vydac C18 column using a 5% to 40% gradient of 0.01% HCI in acetonitnle in 0 01% HCI in 
H z O The tractons containing product were lyopholized to afford 63 mg (70%) of (9-{(3-pyndyl)methyl|-5-carbamoyl- 
carbazol-4-yl)oxyacetic aad hydrochloride as a white powder. 'H NMR (DMSO-d6) 88 62-8 57 (m. 2H), 7 77-7 67 (m. 
3H), 7 62-7 54 (m. 1 H). 7.43-7 28 (m, 4H), 7 09 (d. 1 H, J=6.3 Hz). 6.61 (d. 1 H, J=7 8 Hz). 5 81 (s. 2H) and 4 80 (s. 

50 2H), no acid proton detected. IR (KBr, cm 1 ) 3424. 3324. 1728, 1671, 1655. 1616, 1595. 1579 1500. 1456. 1421. 1328, 
1203, 1156. and 772 MS (ES) m/e 374 (M-1 ). 376 (M+1). 



55 



Elemental Analyses for C^^NjjC^ HCI 


Calculated 
Found 


C. 61.24. H. 4.41. N. 1020. 
C. 61.28. H. 4.25: N. 1028 



BNSOOOD: <£P_MS21 48AJJ _> 
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Exampl 49 

Preparation of [9-benzyl-4-carbamoyl-8-methyl-1 .2.3.4-tetrahydrocarbazol-5-yl)oxyacetic acid 
A Preparation ol ethyl 5-methoxy-8-methyl-1 .2.3.4-tetrahydrocarbazole-4-carboxylate 

[0408] A solution ol 1 .87 g (1 3.65 mmol) of 2-methyl-5-methoxyaniline and 3.40 g (1 3 65 mmol) of 2-carboethoxy- 
6-bromocyclohexanone (Sheehan and Mumaw. JACS. 72. 21 27 (1 950)) in 10 ml of anhydrous dimethylformamide was 
heated at 55°C lor 1 3 hours The reaction mixture was cooled, poured into brine and extracted twice with diethyl ether 
The extracts were washed twice with water and then with brine, dried over magnesium sulfate and concentrated The 
residue was chromatographed on silica gel using a 10 1 hexane/elhyl acetate mixture to afford 2 88 g (69 %) of a 
mixture of diastereomers of N-alkylated material This mixture was refluxed m 90 ml of benzene with 4 69 g (34 4 mmol) 
ol zinc chloride for 10 hours. The solvent was evaporated and the residue was partitioned between 80 ml of 1 N HCI 
and 80 ml ol ethyl acetate and then extracted once more with ethyl acetate The organic layers were washed with water 
and then bnne. dried over magnesium sulfate and concentrated to afford 2 60 g (95%) of the subtitled compound m 
p 119-122°C 



Elemental Analyses 

Calculated j C 71 06 H 7 37. N 4.87 
Found ( C 71 35 H 7 25. N 4.92 



B. Preparation ol ethyl 9-benzyl-5-methoxy-8-methyl-1 ,2.3.4-tetrahydrocarbazole-4-carboxylate 

[0409] A solution of 1 58 g of ethyl 5-methoxy-8-methyl-l 2,3,4-lelrahydiocarbazole-4-carboxylate in 5 ml of dimeth- 
ylformamide was added to 0 24 g of sodium hydrrie (60% in mineral oil) in 5 ml of dimethylformamide and stirred for 
30 minutes at room temperature Potassium iodide (90 mg) and 0 75 ml of benzyl bromide were then added and the 
reaction was stirred overnight The reaction mixture was poured into 75 ml of saturated ammonium chloride solution 
and then extracted twice with ether The extracts were washed with water and then with brine dried over magnesium 
sulfate and concentrated. The residue was chromatographed on silica gel using hexane/ethyl acetate mixtures to afford 

1 09 g (53%) of the subtitle compound. ESIMS m/a 378 (MU1 ) NMR (300 MHz. CDCI 3 ). 5 7 28-7,19 (m. 3H). 6 84 (d. 
J=7 4 2H): 6 67 (d. J=7 8. 1H): 6 33 (d J=7 9. 1H), 5 55 and 5 39 (ABq. J=7 3. 2H). 4 1 7 (q+m J=6 9. 3H)- 3 80 (s 
3H).2 64(dt J=16 1.5 3 IH) 2 48 (dt. J=166. 6 9 1H) 2 41(s 3H). 2 05 (m. 2H). 1 95 (m 1H):1 83 (m 1H). 125(1 
J=7.3 3H) 

C Preparation of 9-benzyf-5-memoxy-8-methyl-1.2.3,4-tetrahydrocarbazole-4-carboxamide 

[0410] A slurry of 0 38 g of ammonium chloride in 15 ml of dry toluene was cooled in an ice bath and treated with 
35miofa20M solution ol tnmethylalumnum in toluene This mixture was stirred for 1 hour at room temperature 
whereupon 0 762 g (2 02 mmol) of ethyl 9-benzyl-5-methoxy-8-methyl-1.2,3.4-tetrahydrocarbazole-4-carboxylate in 
10 ml of toluene and 1 ml of dchloromethane was added. The mixture was heated to 50°C overnight, cooled and 
quenched with 20 ml of aqueous 5% HCI solution. Ethyl acetate extracts (3x 100 ml) were washed with water and then 
with brine dned over magnesium sulfate and concentrated to afford 0 693 g (98%) of the subtitle compound ESIMS 
m/e 349 (M*+1 ) NMR (300 MHz. CDCI 3 ) 5 7 25 (m. 3H). 6 83 (d. J=7 2. 2H): 6.74 (d. J=7 8. 1 H). 6 40 (d. J=7 8. 1 H) 
593 (br 1H) 5 54 and 5 45 (ABq. J=177. 2H) 5 42 (br. 1H). 4 14 (br. 1H): 387 (s. 3H): 2.65 (dt. J=16 4 41 1H) 

2 55-2 36 (m 2H) 2 45 (s. 3H). 1 97-1 86 (m. 3H) 

D Preparation of [9-benzyl-4-carbamoyl-8-methyl-1, 2.34-tetrahydrocarbazol-5-yl]oxyacetic acid methyl ester 

[0411] A solution of 0 661 g of 9-benzyl-5-methoxy-8-methyl-1 .2.3,4-letrahydrocarbazole-4-carboxamide in 50 ml ol 
dry dichtoromethane was cooled to -40°C and treated dropwise with 1 8 ml of neat boron tnbromide. The reaction was 
stined lor 2 hours at room temperature and quenched by pounng into ce and adding 1 N HCI solution. This mixture 
was extracted twee with dichloromethane and the organic layers were dried over magnesium sulfate and concentrated 
to afford 0 625 g of the demethylated compound 

[041 2] A solution of 0 55 g ol this intermediate in 1 0 ml of dimethyltormamide was cooled m an ice bath and treated 
with 1 61 g of c sium carbonate and 0 16 ml of methyl bromoacetate After stirnng for i hour at room temperature, the 
reaction mixture was poured into water and extracted twice with ethyl acetate. Th extracts wer washed with water 
and then with brine, dried over magnesium sulfate and concentrated. The residue was chromatographed on silica gel 
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using methanol/ 0-2% in dichtoromethan to afford 0.46 g (69%) of the subtitle compound m p 209 D C 



Elemental Analyses 


Calculated 
Found 


C 70.92. H6 45. N689 
C 70.85. H6 19: N6S8 



E. Preparation of {9-benzyl-4-<aroamoyl-8-memyl0.2.3.4-tetrahydrocarbazol-5-yl]oxyacetic acid ) 

10 [041 3] A slurry of 64 mg (0 1 57 mmol) of [9-benzyl-4-carbamoyl-8-methyl-1 ,2.3,4-tetrahydrocarbazol-5-yl]oxyacetic 
acid methyl ester in 2 ml of tetrahydrofuran and 7 ml of methanol was treated with 0.5 ml of an aqueous 2 N sodium 
hydroxide solution and stirred overnight at room temperature The solvent was evaporated and the residue was parti- 
tioned between ethyl acetate and 1 N HCI solution. After another extraction with ethyl acetate, the extracts were washed 
with brine, dried over magnesium sulfate and concentrated to afford a quantitative yield (62 mg) of the title compound 

is ESIMS m/e393 (M*+1). 391 (W-1). NMR (300 MHz. c*-DMSO): S 12 98 (br. 1H); 7.30-7 18 (m. 3H) 6 32 (d+br. J=7 0. 
3H): 6.73 (br. 1H). 5 59 (d. J=7.9,1H). 6 26 (d. J=7 9. IH): 5 53 and 5 45 (ABq. J=18 1 . 2H). 4 62 (s, 2H): 3 96 (br. IH). 
2.63 (m. 1H). 2 43 (m. IH): 2.34 (s. 3H). 2.04 (m. 2H). 1 .78 (m. 2H). 



Elemental Analyses 

Calculated ] C 70.39. H6.16 N7 14 
Found | C 70.41. H644; N688 



Example 50 

25 

Preparation of [9-benzyl-5-<»rbamoyl-1-methylcarbazol-4-yl]oxyacetic acid 
A Preparation of 5-carbarncyl-4-methoxy-1 -methylcarbazole 

x [0414J A solution of 0 805 g of 9-benzyl-5-methoxy-8-methyl-1 ,2.3,4-telrahydrocarbazole-4-carboxamide in 24 ml of 
carbitol was treated with 1 1 g of 5% palladium on carbon and was refluxed for 6 hours open to the air After cooling, 
the solution was filtered thourough a pad of celite and the pad was washed with ethyl acetate. The filtrates were diluted 
with ether and washed lour times with water and dried over magnesium sulfate and concentrated. The residue was 
chromatographed on silica gel using methanol/0-4% in dichbromethane to afford 0. 166 g (23%) of debenzylated car- 

as bazole. ESIMS m/e 255 (M++1 ), 253 (M*-1 ) NMR (300 MHz. CDCI 3 ). 8 8. 1 3 (br, 1 H): 7.51 (d. J=8 1 . 1 H): 7 40 (t, J=7 6. 
IH): 7.32 (d. J=7 2. IH): 7.18 (d. J=7.8, 1H): 6 60 (d, J=8 0, 1H); 5.68 (br, 2H). 3 99 (s, 3H): 2.50 (s 3H) 

B Preparation of 9-benzyl-5-carbamoyl-4-methoxy-1 -methylcarbazole 

40 [041 5] A solution of 0 1 48 g of 5-carbamoyh4-methoxy-1 -methylcarbazole in 1 . 1 ml of dimethylformamide was added 
to 0.026 g of sodium hydride (60% in mineral oil) in 0 4 ml of dimethylformamide and stirred for 60 minutes at room 
temperature. Benzyl bromide (0 076 ml) was then added and the reaction was stirred overnight. The reaction mixture 
was poured into 20 ml of saturated ammonium chloride solution and then extracted twice with ethyl acetate The extracts 
were washed with water and then with brine dned over magnesium sulfate and concentrated The residue was rinsed 

4S with hexane and dissolved tn dichtoromethane, filtered and concentrated to afford 0.21 g of the subtitle compound 
FDMS nVe344(M») 



so 



Elemental Analyses 


Calculated 
Found 


C 76.72. H5 85: N8.13 
C 75.20. H619: N7.54 



C. Preparation of [9-benzyl-5-carbamoyl-1-methylcarbazol-4-yl|oxyacetic acid methyl ester ] 

[0416] A solution of 0 23 g of 9-benzyl-5-carbamoyl-4-mathoxy-1 -methylcarbazole in 4 ml of dimethylformamide was 
added t a 1 ml solution of sodium ethane thi late (prepared from 0 11 6 g of sodium hydride 60% dispersion and 0 22 
ml of thanethiol under nitrogen) and heated at 110°C for 15 hours Th reaction mixture was cooled, poured into 20 
ml of 1 N HQ and extracted twice with ethyl ac tate The extracts were washed twee with water and then with brine. 
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dried over magnesium sulfate and concentrated The residue was chromatographed on silica gel using m than W)-1% 
in dichloiomethane to afford 0 146 g (66%) of the demethylated intermediate A solution of 0 146 g of this intermediate 
in 1 5 ml of dimethylformamide was added to 0 021 g of sodium hydnde (60% m mineral oil) in 0 5 ml of dimethyltor- 
mamide After stirnng for 10 minutes at room temperature 0 054 ml of methyl bromoacetate was added After stirring 
for S hours at room temperature, the reaction mixture was poured into water and extracted twice with ethyl acetate 
The extracts were washed with water and then with brine, dned over magnesium sulfate and concentrated The rosidue 
was chromatographed on silica gel using methanol/ 0-2% in dichloromethane to afford 0 10 g (56%) of the subtitle 
compound mp 228-230°C ESIMS m/e 403 (M + +1 ) 



Elemental Analyses 

Calculated j C 71 63. H 5 51: N 6.96 
Found ! C 71 34. H 5 60. N 6 70 



is D. Preparation ol [9-benzyl-5-carbamoyl-1 -methylcarbazol-4-yl]oxyacetic acid 

[0417J A slurry of 32 mg (0 0795 mmol) of |9-befuyl-5-carbamoyl-1 -methylcarbazol-4-yl]oxyacetic acid methyl ester 
in 1 ml ol tetrahydrof uran and 3 5 ml ol methanol was treated with 0 3 ml of an aqueous 2 N sodium hydroxide solution 
and stirred overnight at room temperature The solvent was evaporated and the residue was partitioned between 1 1 
20 ethyl acetatatetrahydrofuran and 0.2 N HCI solution After another extraction with 1 1 ethyl acetate/tetrahydrofuran. 
the extracts were washed with bnne dried over magnesium suilate and concentrated to afford (27 mg) ol the title 
compound mp 253-254'C ESIMS m/e 389 (M*+1). 387 (MM) NMR (300 MHz. o«-OMSO): 5 12.83 (br. 1H): 7.75 
(br 1H) 7 53(d. J=8 2, 1H) 7 41-7 34 (m. 2H). 728-7.17 (m. 3H): 7 07 (m. 2H). 6 90 (d. J=7 2. 2H) 6 49 (d J=8 1 
IH). 5 89 (s 2H) 4 79 (s. 2H) 2 52 (s. 3H) 

2S 

Example 51 

Preparation of [9-benzyl-4-carbamoyl-8-fluoro-1 2,3, 4-tetrahydrocarbazol-5-yl|oxyacetic acid 
30 A Preparation of (2-chloro-4-fluorophenyl)- ethyl carbonate 

[0418] A solution of 19 16 g of 2-chloro-4-fluorophenol in 65 4 ml of 2 N aqueous sodium hydroxide solution was 
cooled in an ice bath and treated dropwise with 16 3 ml ol ethyl chloroformate After stirring at room temperature 
overnight, the two-phase reaction mixture was diluted with 100 ml of water and extracted with 300 ml of a V1 pentane/ 
35 ether mixture. The extract was washed three times with 0 02 N sodium hydroxide solution, water and then brine. After 
drying and evaporation. 27 63 g (97%) of the subtitle compound were obtained NMR (300 MHz, CDCy 5 7 23-7 18 
(m 2H) 7 00 (dt. J=8.4. 2 7 IH). 4.35 (q J=7 1 2H) 1 40 (t. J=7 1 . 3H) 

B Preparation of (2-chlorc-4-fluoro-5-mtrophenyl)-ethyl carbonate 

40 

[0419] A solution of 27 63 g of (2-chloro-4-fluorophenyl)-ethyl carbonate in 60 ml of dichloromethane was cooled in 
an ice bath and treated dropwise with 31 86 g of a 1 2 mixture of fuming nitric acid (90%) and concentrated sulfuric 
acid The reaction was stirred for 2 hours at room temperature and then cooled with ice and treated with another 4 5 
g of the same nitrating mixture The reaction was stirred overnight at room temperature, poured into 200 ml of ice and 
■is water.and extracted twice with dichloromethane The extracts were washed with water and then with bnne dried over 
magnesium sulfate and concentrated to afford 3301 g (99%) of the subtitle compound, mp. 50-51 C 



so 



Elemental Analyses 


Calculated j C 41 01 . 

: 


H2.68. 


N5 31. 


CI1345 


Found ! C 41 03: 

i 


H 2.59 


N5.38. 


C1 13.71 



C Preparation of 2-chtoro-4-fluoro-5-nitroanisole 

55 [0420] A solution of 1 5 0 g ol (2-chtoro-4-fluoro-5-nrtrophenyl)- ethyl carbonate in 1 00 ml of dimethyl form amide was 
treated with 18 6 g of cesium carbonate. 7.1 ml of iodomethane and 7 ml f methanol and stirred overnight at room 
temperature The reaction mixture was poured into water and extracted twic with eth r. The extracts were washed 
twic with water and then with brine dned over magnesium sulfat and concentrated to afford 11 4g of the subtitle 



BNSOOOO: <£P__BBS214a«J_> 



195 



compound, mp 69-70 e C Ex 57, C. 



EP 0 952 149 A2 



Elemental Analyses 

Calculated j C 40.90: H2 45. N6.81: CI1725 
Found | C 41.20: H2.48: N6.70: C1 17.44 



D Preparation of 2-fluoro-5-methoxyaniline 

10 [0421] A solution of 5 63 g of 2-chlorc-4-fluoro-5-nrtroanisole in 90 ml of ethanol and 5 ml of triethylamine was hy- 
drogenated at room temperature under 60 pounds per square inch with 1 .0 g of 5% palladium on carbon for four hours. 
The catalyst was filtered off and the solvent was evaporated The residue was slurried in chloroform and filtered thour- 
ough a plug of silica gel and then evaporated The residue was ehromatographed on silica gel using hexane/ chloroform 
mixtures to afford 2 77 g (72%) of the subtitle compound mp. 253-254°C NMR (300 MHz. CDCI 3 ): 86 88 (dd. J=10 6. 

ts 8 9, 1 H): 6 32 (dd J=7 4, 3 0, 1 H). 6.20 (dt, J=8 9, 3.2, 1 H); 3 73 (s, 3H): 3 72 (br. 2H) 

E. Preparation of N-benzyl-2-fluoro-5-methoxyaniline 

[0422] This procedure was patterned after that of Tietze and Grote, Chem Ber 126(12), 2733 (1993). A solution of 
so 2.73 g of 2-fluoro-5-methoxyaniline and 2.67 g of benzaldehyde in 48 ml of methanol was treated with 3.43 g of zinc 
chloride and then cooled in an ice bath. Sodium cyanoborohydride (1 58 g) was added m small poroom temperature 
ions over 30 minutes and the reaction was stirred for five hours at room temperature After evaporation of the solvent, 
the residue was slurried m 40 ml of 1 N sodium hydroxide solution and then extracted twee with ether. The extracts 
were washed with water and then with brine, dried over magnesium sulfate and concentrated. The residue was recrys- 
es tallized from hexane to afford 2 61 g and the mother liquors were ehromatographed on silica gel using 20 1 hexane/ 
elher to afford another 1 .4 g of the subtitle compound (90%) mp 56-58-0 



Elemental Analyses 

m Calculated j C72 71. H6 10: N606 

Found I C 72.51. H6.06: N5 99 

F Preparation of ethyl 9-benzyl-5-methoxy-8-fluoro-1 ,2,3.4-tetrahydrocarbazole-4-carboxylate 

as [0423] A solution of 0 62 g of N-benzyl-2-fluoro-5-methoxyaniline in 20 ml of dry tetrahydrofuran was cooled in an 
ice bath and treated with 11 3 ml of 0.5 M potassium bis(trimethylsilyl)amide in toluene. After stirring for 30 minutes, 
0.74 g of 2-carbcethoxy-6-bromocyclohexanone (Sheehan and Mumaw, JACS, 72, 2127 (1 950)) m 4 ml of tetrahydro- 
furan was added and the reaction was allowed to warm slowly to room temperature over two hours The reaction was 
quenched with saturated ammonium chloride solution and extracted twice with ether. The extracts were washed with 

40 wstef and ^a* 1 with bnne, dried over magnesium sulfate and concentrated This residue was ehromatographed on 
silica gel using hexane/ ether mixtures to afford 0.796 g (74%) of N-alkylated intermediate diastereomers This mixture 
was refluxed in 20 ml of benzene with 0.99 g of zmc chloride overnight. The solvent was evaporated and the residue 
was partitioned between 25 ml of 1 N HCI and 25 ml of ethyl acetate and then extracted once more with ethyl acetate 
The organic layers were washed with water and then brine, dried over magnesium sulfate and concentrated to afford 

4$ 0 734 g (96%) of the subtitled compound ESIMS m/e382 (M*+1) 





Elemental Analyses 




Calculated 


C 72.42. 


H6.34; 


N367 


so 


Found 


C72 20. 


H6 26: 


N370 



G Preparation of 9-benzyl-5-methoxy-8-f!uoro-1 .2,3,4-tetrahydrocarbazole-4-carboxamide 

[0424] Ethyl 9-benzyl-5-methoxy-8-fluoro-1 ,2.3.4-tetrahydrocarba2ole-4-carboxylate (0.722 g) was treated similarly 
55 as described in Example 49, Part C and ehromatographed on siGca gel using 1 % methanol h dichloromethane to afford 
0.482 g (72%) of th subtitle compound ESIMS m/e353 (M*+1) 
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Elemental Analyses 

Calculated j C 71 57. H601: N7 95 
Found IC7142 H5.83: N7 75 



H Preparation ot [9-benzyl-4-carbamoyl-8-fluoro-1 .2,3.4-letrahydrocarbazol-5-yl|oxyacetic acid methyl ester 

[0425] 9-Benzyl-5-methoxy-8-fluoro-1.2.3,4-tetrahydrocarba2ole-4-carboxamide (0 170 g) was converted similarly 
as described in Example 49. Part D and chromatographed on silica gel using methanol/ 0-1% in dchloromethane to 
allord 65 mg (50%) ol the subtitle compound, mp 183-185'C 



Elemental Analyses 


Calculated ) C67 31 


H5 65. 


N6.82 


Found j C 67 58 


H5.48. 


N6 95 



I Preparatbn of [9-benzyl-4-carbamoyl-8-fluoro- 1 ,2,3,4-tetrahydrocarbazol-5-yl]oxyacetic acid 

[0426] |9-Benzyl-4-carbamoyl-8-fluoro-l 2,3.4-tetrahydrocarbazol-5-yl]oxyacelic acid methyl ester (71 mg) was hy- 
drolyzed similarly as described in Example 50. Part O to afford 65 mg of the title compound ESIMS m/a 397 (M++1 ), 
395 (M*-1 ) NMR (300 MHz, c*-DMSO) 8 13.03 (br. 1H). 7 31-7.19 (m. 3H): 6 97 (d. J=7 4 2H). 6 95 (br. 1H). 6 70 (d. 
J=3 8. 1 H). 6 67 (dd J= 1 2.4 3 9, 1 H). 6 28 (dd J=8 5, 2 6. 1 H) 5.39 (ABq. 2H): 4 64 (s 2H). 3 92 (br. 1 H): 2.71 (m, 
1 H). 2.44 (m 1 H): 2 02 (m 2H) 1 76 (m. 2H) 

Example 52 

Preparation of [9-benzyl-5-carbamoyl-1 -fluorocarbazol-4-yl|oxyacetic acid 
A Preparation of 9-benzyl-5-carbamoyl-4-methoxy-1-fluorocarbazole 

[0427] A solution of 0 458 g of 9-benzyl-5-methoxy-8-fluoro-1 .2.3.4-tetrahydrocarbazole-4-carboxamide in 1 3 ml ol 
dry dioxane under nitrogen was treated with 0.59 g of 2.3-dichloro-5.6-dicyano-1 .4-benzoquinone and refluxed for one 
hour The reaction mixture was cooled and filtered and the precipitate was washed with 15 ml of dioxane The filtrate 
and washing were poured into saturated sodium bicarbonate solution and extracted three times with ethyl acetate The 
extracts were washed with saturated sodium bicarbonate, with water and then with brine, dned over magnesium sulfate 
and concentrated This residue was chromatographed on silica gel using dichloromethane/ 0-2% methanol to afford 
0 45 g of subtitle compound. ESIMS nVe 349 (M++1 ) 



Elemental Analyses 

Calculated j C 72.42. H 4 92 N 8 04 
Found | C 72 35: H4 81 N788 



B. Prepaialion of |9-benzyl-5-carbamoyl-1-fluorocarbazol-4-yl]oxyacetc acid methyl ester 

[0428] A solution of 0.45 g of 9-benzyl-5-carbamoyl-4-methoxy-1 -fluorocarbazofe m 25 ml of dichtoromethane was 
cooled in an ice bath treated dropwise with 1 2 ml of 1 .0 M boron tribromide solution in dichloromethane The reaction 
was allowed to warm to room temperature slowly over 2 hours and then quenched by pouring into ice and then addng 
SO ml of 1 N HCI The mixture was extracted with dichloromethane (3x200 ml) and the extracts were dried over mag- 
nesium sulfate and concentrated to afford 0.35 g (78%) of the demothylated intermediate. This intermediate (0.215 g) 
was alkylated and purified similarly to Example GHl, Part O to afford 0 186 g (64%) of the subtitle compound mp. 
190-l9rC 



Elemental Analyses 

Calculated I C 67 97 H4 71 N689 
Found j C67B1. H 4 94: N 6 96 
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C. Preparation ol [9-beruryl-5-carbamoyl-1 -nuorocarba*ol-4-yl]oxyacelic acid 

[0429] {9-Benzy l-5-carbamoyl-1 -fluorocarbazol-4-yljoxyacetic acid methyl ester (56 mg) was hydrolyzed and isolated 
similarly as described in Example 50, Part D to afford 54 mg of the title compound FDMS m/e 392 (M*). ESIMS m/e 
s 393 (MN-1), 391 (M*-1) NMR (300 MHz. d B -DMSO): 5 12.92 (br. 1H): 7 70 (m. 2H); 7 45 (t. J=7.5. 1H). 7 39 (br. 1H): 
7 28-7.17 (m. 4H), 7 12(d.J=7 2. 1 H): 7 07 (d. J=7 0. 2H); 6 51 (dd. J=8e, 2 7. 1H): 5 77(s, 2H): 4 80 (s, 2H) 





Elemental Analyses 


10 


Calculated 


C67 34. 


H 4.37. 


N7 14 


Found 


C 66.92. 


H 4.49: 


N6.77 



Example 53 



is Preparation of [9-benzyl-4-carbamoyl-8-chloro-t .2.3.4-tetrahydrocarbazol-5-yl|oxyacetic acid 

A. Preparation of ethyl 9-benzyl-5-methoxy-8-chloro-1 ,2,3.4-tetrahydrccarbazole-4-carboxylate 

[0430] N-benzyl-2-chloro-5-methoxyanilme was prepared similarly to Example 51 . Part E. A solution of 2 07 g of N- 
20 benzyl-2-chloro-5-methoxyaniline m 60 ml of dry tetrahydrofuran was converted similarly to Example GH3. Part F and 
chromatographed on silica gel usmg 15 1 hexane/ethyl acetate to afford 1.65 g (50%) of the subtitle compound Ex 
59. A. ESIMS m/e 398 (M-+1) NMR (300 MHz CDCI 3 ) 6 7 29-7 19 (m. 3H). 6 92 (m. 3H). 6 36 (d J=8 4. 1H): 5 87 
(d. J=17 4, 1H). 5 53 (d. J=17.3. 1H): 4 16 m. 3H). 3.81 (s. 3H). 2.66 (dt, J=16.3, 5.4. 1H). 2.49 (dt. J=166. 6 6, 1H). 
2 05 (m. 2H): 1 98-1 79 (m. 2H): 1.25 (t. 3H) 

25 

B Preparation of g-benzyl-S-methoxy-e-chloro-I^.S^-tetrahydrocarbazole^-carboxamide 

[0431] Ethyl 9-benzyl-5-methoxy-8-ch!oro-l .2.3.4-tetrahydrocarbazole-4-carboxylate ( 1 85g) was converted similar- 
ly to Example 51. Part G to afford 1 54 g (100%) of the subtitle compound Ex 59. B mp 205-8°C ESIMS m/e 369 
30 (M++1) 

C. Preparation of [9-c^nzyl-4-carbarnoyl-8-chloro-1,2,3,4-tetrahydrocarbazol-5-yl]oxyaceticacid methyl ester 

[0432] 9-Benzyl-5-methoxy-8-chloro-1 ,2,3.4-tetrahydrocarbazole-4-earboxamide (0 405 g) was converted similarly 
3S to Example 51. Part H and chromatographed on silica gel using dichlormethana/0-1 5% methanol to afford 0 248 g 
(53%) of the subtitle compound. Ex. 59. C. m p 185-186 a C 



40 



Elemental Analyses 


Calculated 
Found 


C64 71. H5.43. N 6.56 
C 64 98, H 5 39: N 6.67 



D. Preparation ol [9-benzyl-4-carbamoyl-8-chloro-1 ,2.3.4-tetrahydrocarbazol-5-yl]oxyacetic acid 

45 [0433] [9-Benzyl-4-carbamoyl-B-chloro-1 ,2.3.4-tetrahydrocarbazol-5-yl|oxyacetic acid methyl ester (58 mg) was hy- 
drolyzed similarly as described in Example 49, Part E to afford 54 mg of the title compound Ex 59,0 ESIMS m/e 41 3 
(M*+1). 411 (M*-1)NMR(300 MHz. cP-DMSO) 61 3.05 (br. 1H): 7 30-7.18 (m, 3H): 6.90 (d+m. J=7.6. 4H): 6 73 (br. 
IH): 6.39 (d J=B3, IH). 5 77 and 5 58 (ABq. J=17.5, 2H): 4 67 (s, 2H); 3.95 (br, 1H). 266 (m. 1H): 2.43 (m. 1H). 200 
(m, 2H); 1 76 (m. 2H). 



Elemental Analyses 


Calculated 


C64 00: 


H5.13: 


N6 78: 


CI 8.59 


Found 


C 62.82: 


H5.34: 


N6.22; 


CI 7.99 



ss 
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Exampl 54 

Preparation of [9-benzyl-5-carbamoyl-1<htorocarbazol-4-yl)oxyacetic acid 

s A Preparation ol 9-benzyl-5-carbamoyl-4-methoxy-1-crilorocarbazol9 

[0434] A solution of 1 0 g of 9-benzyl-5-methoxy-8-methyl-l .2.3.4-tetrahydrocarbazole-4-carboxamide was oxidized 
similarly to Example 51 Part A and chromatographed on silica gel using dichloromethane/ 0-1% methanol to afford 
0 66 g (67%) of the subtitle compound FDMS m/e 364 (M*) 

to 



Elemental Analyses 


Calculated j C6914: 


H4 70. 


N7.68. 


CI 9 72 


Found i C6940. 


H464 


N7 49. 


CI 9 93 



IS 

B Preparation of 5-carbamoyl-4-hydroxy-1-chlorocarbazole 

[0435] A solution of 0 66 g of 9-benzyl-5-carbamoyl-4-methoxy-1 -chlorocarbazole in 40 ml of dichlorometnane was 
cooled in an ice bath treated dropwise with 14 ml of 1 0 M boron tribromide solution in dichloromethane The reaction 

20 was allowed to warm to room temperature slowly over 2 hours and then quenched by pouring into ice and then adding 
50 ml ol 1 N HCI The mixture was extracted with dKhloromethane (3x200 ml) and the extracts were washed with brine, 
dried with magnesium sulfate and concentrated. The aqueous layers exhibited a precipitate and was then extracted 
twice with ethyl acetate, washed with brine, dried with magnesium sulfate and concentrated to afford 0.287 g of the 
subtitle compound The first residue was chromatographed on silica gel using 0 5% methanol in dichloromethane to 

2S afford another 93 mg of the subtitle compound (total yield 30%) ESIMS m/e 259 (MM ) NMR (300 MHz. c*-DMSO). 
811 79 (s, 1H): 10 76(s. 1H). B87(brs. 1H): 8 41 (brs, 1H); 7.77 (t, J=4 6. 1 H). 7 48 (d, J=4.2. 2H); 7 34 (d. J=8.5. 
1H). 6.54 (d, J=8.5. 1H) 

C. Preparation of [5-carbamoyl-l-chlorocarbazol-4-yl)oxyacetic acid methyl ester 

30 

[0436] A solution of 0.28 g of 5-carbamoyl-4-hydroxy-1 -chlorocarbazole in 6 ml of tetrahydiofuran was added to 
0 043 g of sodium hydride (60% in mineral oil) in 1 ml ol tetrahydroluran and stirred for 60 minutes at room temperature 
Methyl bromoacetate (0 1 1 ml) was then added and the reaction was stirred overnight The reaction mixture was poured 
into 20 ml of saturated ammonium chloride solution and then extracted twice with ethyl acetate The extracts were 
3S washed with water and then with brine, dried over magnesium sulfate and concentrated The residue was chromato- 
graphed on silica gel eluting with chloroform and then 2 1 chloroform/ethyl acetate to afford 0 1 6 g (45%) ol the subtitle 
compound ESIMS m/e 333 (M*+1 ). 335 (M*>3). 331 (MM ) NMR (300 MHz cP-DMSO) 511 73 (s. 1H) 7 56(d.J=8 1. 
1H). 7 50 (br s. 1H) 7 43-7 35 (m. 2H). 7 18 (br s, IH). 7 06 (d. J=7 8. IH); 6 56 (d. J=8 6 IH) 4 90 (s. 2H): 3.70 (s. 3H) 

40 D. Preparation of [9-benzyl-5-carbamoyl-1 -chlorocarbazol-4-yl]oxyacetic acid methyl ester 

[0437] A solution of 78 mg of [5-carbamoy1-1 -chiorocarbazol-4-yl]oxyacetic acid methyl ester m 0 6 ml of dry dmeth- 
ylformamide was added to 10 mg sodium hydride (60% in mineral oil) in 0 2 ml of dmethylformamide and stirred lor 
15 minutes Benzyl bromide (0 031 ml) was then added and the reaction was stirred overnight The reaction mixture 
4S was poured into water and acidified with 1 ml of 1 N HCI solution and extracted twice with ethyl acetate. The extracts 
were washed with water (3x) and then with brine, dned over magnesium sulfate and concentrated. The residue was 
chromatographed on silica gel eluting with methanol/0-2% in dichloromethane to afford 40 mg of the subtil le compound 
ESIMS m/e 423 |M*+1) 425 (M*+3) NMR (300 MHz, CDCI 3 ) 57 43-7 22 (m, 7H). 7 06 (d. J=7 3, 2H) 6 51 (d. J=8 6, 
1 H), 6 05 (s. 2H). 5.80 (br. 2H). 4 88 (s, 2H): 3.83 (s. 3H). 

so 

E. Preparation of [9-benzyl-5-carbarnoyl-1-chlorocarbazol-4-ylJoxyaceticacid 

[0438] |9-Benzyl-5-carbarnoyl-1-chlorocarbazol-4-yl)oxyacetic acid methyl ester (15 mg) was hydrolyzed similarly 
as described in Example 50. Part D to afford 14 mg ol the title compound mp. 240-2'C ESIMS m/e 409 (M*+1). 411 
SS (M-+3) 407(M*-1)NMR(300MHz.d 6 -0MSO):8l 2 94(br, 1H) 7.70 (br, 1H).7 61 (d. J=8.3. 1 H). 7 43 (t, J=7 8. IH). 
7 36 (m. 2H)- 7.28-7.19 (m. 3H). 7 13 (d. J=7.2, 1H). 6 99 (d. J=7.4. 2H): 6 63 (d J=8.6. 1H), 6 08 (s, 2H), 4 83 (s. 2H). 
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EXAMPLE 55 

Preparation of [9-[(Cyclohexyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid 
S [0439] 



10 



is 



20 




A 9-[(Cyclohexyl)melhyl|-5-carbomethoxy-l .2-dihydrocarbazol-4(3H)-one 

[0440] A 0 "C suspension of 5-carbomethoxy-1 2-dihydro-9H-carbazol-4(3H)-one (1 0 g, 4 11 mmol). a catalytic 
2S amount of Nal (ca. 10 mg) and KaC0 3 (1.1 g, 8 22 mmol) in 10 mL of DMF was treated with cyctohexylmethyl bromide 
(0 631 mL. 4 52 mmol). After stirring overnight at ambient temperature, an additional 0 63 mL cyclohexy Imethylbromide 
was added and the resulting mixture was heated at 60 "C for 3 hours The mixture was poured into t-^O (30 mL) and 
extracted with EtOAc (2 x 25 mL). The combined organic layers were washed with HjO (4 x 50 mL). dried over anhy- 
drous Na 2 S0 4 , filtered and concentrated in vacuo The residue was purified by radial chromatography on silica gel 
30 (elution with a gradient of 20% to 40% ElOAc/hexanes) to afford 1 36 g (4 01 mrnot 97%) of 9-{(cyclohexyl)methyl)- 
5-carbome1hoxy-1.2-dihydrocarbazol-4(3H)-one as a white loam IR (CHCI 3 . cm-') 3011. 2932. 2B57. 1725. 1649. 
1469.1446. 1288and1120 MS (ES) m/e 340 (M+1 ). 453 (M+AcO) FABHRMSm/e CalcdforCa^NOa 340 1913. 
Found- 340.1916 (M+1). 



Elemental Analyses for (^H^NC^. 


Calculated 
Found 


C. 74 31. H.7 42. N. 4.13 
C.7265 H.7 39. N.4 70 



40 B 9-{(Cyclohexyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 

[0441] A solution of 9-f(c^clohexyl)methyl]-5-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one ( 1 . 1 6 g. 3 42 mmol) and 
2,3-dichloro-5.6-dicyano-1 ,4-benzoquinone (853 mg. 3 76 mmol) in 20 mL of toluene was heated at 30 °C lor 3 hours. 
The mixture was purified directly by column chromatography on silica gel (elution with CHgClj) to afford 259 mg (0 768 
4S mmol. 22%) of 9^(cycJohexyl)methyl)-4-hydroxy-5-carbomethoxy carbazole as a yellow oil which slowly solidified. MS 
(ES)m/e338(M*1), 336 (M-1). 



so 



Elemental Analyses for C 21 H 23 N0 3 


Calculated 
Found 


C, 74.75: H. 6 87: N, 4.15. 
C, 74.95; H. 6 99: N. 4 42. 



C. 9-[(Cyclohexyl)methyl|-4-hydroxy-5-carbamcyl carbazole 

55 [0442] A solution of 9-[(cyclohexyl)methyl}-4-hydroxy-5-carbomethoxy carbazole (205 mg, 0.608 mmol) in 5 mL of 
THF and 20 mL of concentrated aqueous ammonium hydroxide was treated with a stream of NH3 gas t ensure sat- 
uration. The r action vessel was capped, and th mixture was heated at 35 °C with stirring until tic indicated complete 
consumption of starting matsnal (20 hrs) The THF was vaporated and the aqueous layer was filtered Th green 
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solid precipitate was dissolved in THF and purified by radial chromatography on silica g I (eluton with CHjCy The 
resultant loam was triturated with ether to afford 138 mg (70%) ol the title compound as an ofl-white solid IR (KBr 
cm-') 3418. 3200. 3131 1629. 1600. 1443. 1261 778 'FAB HRMS m/e. Calcd for CooH^NoO,- 323 1760 Found 
323 1760 (M+1) 

D (9-|(Cyclohexyl)methyl|-5-carbamoylcarbazol-4-yl]oxyacetic acid, methyl ester 

[0443J A mixture of 9-{(cyclohexyl)methyl|-4-hydroxy-5-carbamoyl carbazole (60 mg, 0 186 mmol) and CsaCOj (1 50 
mg. 0 460 mmol) in 2 mL of DMF was treated wrth methyl bromoacetate (0 023 mL, 0 242 mmol) The reaction was 
stirred for 2 hours at ambient temperature, then it was diluted with ElOAc and HjO (10 mL each) The aqueous layer 
was saturated with solid NaCI and extracted with EtOAc (2x10 mL) The combined organic layers were washed wrth 
H 2 0 (2 x 25 mL). dried over anhydrous NajS0 4 . filtered and concentrated in vacuo Purification of the crude residue 
by flash chromatography on silica gel (elution with a gradient of 0% to 90% EtOAc/hexanes) followed by tnluration with 
EtjO/EtOAc alforded 45 mg (0. 1 1 4 mmol 61 %) of title compound as an off-white solid MS (ES) m/e 395 (M+1) 378 
(M+H-NH 3 ), 453 (M+AcO) . 



Elemental Analyses for C^HjgN^ 0.3H 2 O 


Calculated 
Found 


C, 69.08. H. 6 71 N. 7 01 
C. 69 13. H 6 71. N . 7 09 



E. [9-[(Cyclohexyl)methyl]-5-carbamoylcarbazol-4-yl]oxyacetic acid 

[0444] A slurry of [9-[(cyclohexyl)methyll-5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester (20 mg. 0.051 mmol) 
in 0.3 mL of THF and 0 1 mL of MeOH was treated with 0 1 mL of 1 N aq LiOH (0 1 mmol). and the mixture stirred at 
room temperature for 2 h The reaction was acidified with 0 2 N HCI. and the organics were removed in vacuo. The 
white precipitate was filtered away from the aqueous layer and rinsed with EtjO to afford 16 mg (0 042 mmol. 83%) 
the title acid as a white powder MS (ES) rrve 381 (M+1). 364 (M+H-NH 3 ). 379 (M-1) 



Elemental Analyses for C^H^N^ 


Calculated 
Found 


C. 69.46. H. 6 36. N, 7 36. 
C. 69 34. H. 6 35. N. 7 29 



EXAMPLE 56 

Preparation of I9-[(Cyclcpenlyl)methyl|-5^rbamoylcarba2ol-4.y|]oxyacetic acid 
[0445] 




A 9-((Cyclopentyl)methyl]-5-carbomethoxy-1 ,2-d#>ydrocarbazol-4(3H)-one 

[0446] A suspension ol 5-cartoomethoxy-l .2-dihydro-9H-carbazol-4(3H)-one (820 g. 3 37 mmol). a catalytic amount 



201 



EP 0 952 149 A2 



of Nal (ca. 10 mg) and K 2 C0 3 (930 mg. 6 74 mmol) in 6 mLol DMF was treated with cyclopentylmethyl chloride (JOG 
1 964,' 29. 421 -423 400 mg. 3 37 mmol) After stirring overnight at ambient temperature, an additional 800 mg of cy- 
clopentylmethyl chloride and 1 g of Nal were added, and the resulting mixture was heated at 80 °C overnight. An 
additional 500 mg of cyclopentylmethyl chloride and 2.2 g of CSgCOj were added, and the reaction mixture was heated 

s at 80 °C for 24 h. An additional 1.6 g of cyclopentylmethyl chloride was added, and the reaction mixture was heated 
at 80 °C for 3 d The mixture was poured into HjO (30 mL) and extracted with EtOAc (3x10 ml_). The combined organic 
layers were dned over anhydrous NajSO^ filtered, and concentrated in vacuo. The residue was purified by radial 
chromatography on silica gel (elution with gradient of 10% to 40% EtOAc/hexanes) to afford 775 mg (2 38 mmol. 7 1 %) 
of 9-{(cyclopentyl)methyl|-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one as a brown foam MS (ES) m/e 326 (M+1 ) 

io 384 (M+AcO") 



is 



so 



25 



SO 



55 



Elemental Analyses for C^H^NOj: 



Calculated j C. 7382: H. 7 12. N 4 30. 
Found | C. 7412. H. 7 21. N 4 45 



B 9-[(Cyclopentyl)methyl|-4-hydroxy-5-carbomethoxy carbazole 

[0447] A solution of 9-{(cyclc»pentyl)melhyl]-5^rbomethoxy-1,2-dihydrocarbazol-4(3H)-one (730 mg, 2.24 mmol) 
and 2,3-dichloro-5.6-dicyano-l.4-benzoquinone (560 mg, 2 47 mmol) in 20 mL of toluene was heated at 80 "C for 3 
hours The mixture was purified directly by column chromatography on silica gel (elution with Cl-feCy to afford 140 
mg (0 433 mmol 19%) of 9-[(cyclopentyl)methyl|-4-hydroxy-5-carbomethoxy carbazole as a yellow oil which slowly 
solidified MS (ES) m/e 324 (M+1 ), 322 (M-1 ) 



Elemental Analyses for C2<)H 2 ,N0 3 0 3H 2 0. 



Calculated ] C. 7306 H. 6.62: N 4 26 
Found | C. 73 19 H, 6 44 N 4.40 



so C 9-[(Cyclcfjentyl)memylJ-4-hydroxy-5-Mrt>amoylcarba7ola 

[0448] A solution of 9-[(cyclcflentyl)methyl)-4-hydroxy-5-carbomethoxy carbazole (110 mg. 0.34 mmol) in 3 mL of 
THF and 20 mL ofconcentrated aqueous ammonium hydroxide was Ireated with a stream of NH 3 gas to ensure satu- 
ration. The reaction vessel was capped, and the mixture heated to 35 °C with stirring until tic indicated complete 
35 consumption of starting material (20 h) The THF was evaporated, and the aqueous layer was filtered. The resultant 
solid was triturated with ether to afford 50 mg (0.162: 48%) of the title compound as a greenish-white solid. IF) (KBr, 
cm- 1 ) 3416, 3199, 3126. 1630. 1599 1442. 1262. 778 'FAB HRMS m/e. Calcd for C^H^NsC* 309.1603 Found 
309 1607 (M+1).' 

■to D - [9K(Cyclc»pentyl)methylJ-5-<art)amoylcarbazol-4-yl]oxyacetic acid, methyl ester 

[0449] A mixture of 9-l(cyclopentyl)methyl]-4-hydroxy-5-carbamoyl carbazole (45 mg, 0.146 mmol) and CsjCOg (1 20 
mg; 0 365 mmol) in 2 mL of DMF was treated with methyl bromoacetate (0 018 mL: 0.19 mmol) The reaction was 
stirred for 2 hours at ambient temperature, then it was diluted with EtOAc and HjO (10 mL each). The aqueous layer 
4S was saturated with sold NaCI extracted with EtOAc (2x10 mL). The combned organic layers were washed with hfeO 
(2 x 25 mL), dried over anhydrous NajSC^, filtered and concentrated in vacuo Purification of the crude residue by 
flash chromatography on silica gel (elution with a gradient of 0% to 100% EtOAc/hexanes) followed by trituration with 
EtjO/EtOAc afforded 26 mg (0 0683 mmol: 47%) of title compound as a tan solid MS (ES) m/e 381 (M+1 ) 364 (M+H- 
NHg). 439 (M+AcO-) 



Elemental Analyses for C^H^^ 0. 1 HjO: 


Calculated 
Found 


C.6913. H.6.38, N, 7.33 
C. 68 99: H. 6.39: N. 7 41 



E- [9-{(CVclcpentyl)methyl]-S-carbamovlcarbazol-4-yl)oxyac tic acid 

[0450] A slurry of [9-{(cyclopentyl)memyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester (20 mg. 0 065 



BNB0OOD: <EP_fl96*14«A2JL> 
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mmol) in 0 3 mL of THF and 0 1 mL of MeOH was treated with 0.1 mL of 1 N aq LiOH (0.1 mmol). *nd the mature 
stirred at room temperature for 2 hours. The reaction was acidified with 0 2 N HCI. and the organics were removed in 
vacuo The white precipitate was filtered away from the aqueous layer and rinsed with Etp to afford 15 mg (0 0409 
mmol. 63%) the title acid as a white powder MS (ES) m/e 367 (M+1 ), 350 (M+H-NH 3 ). 365 (M-1 ) 



Elemental Analyses for C^H^NgC^ 0.3H 2 O- 

Calculated j C. 67 84. H. 6 13, N. 7.53 
Found j C 67 73 H. 5 97: N, 7 70 
to ' '" ~ "~ — — 

Example 57 

I5-carbamoyl-9-(phenylmethyl)-2-(2-thienyl)carbazol-4-ylIoxyaceticacid 
is [0451] 



20 



2S 




30 

A Preparation of 3M2-bromo-3-carbomethoxyanilino)-5-{2-thienyl)cyclohex-2-en-1-one 
[0452] 



40 




J5 

[0453] Prepared in 59% yield by the method of Example 1 7C ' H-NMR (CDCI 3 ) 6263 (dd. J= 165. 116 Hz. 1 H), 
2 78-2 96 (m 3H). 3.71-3 80 (m. 1H), 3 94 (s, 3H), 5.61 (S.1H) 6.23(br s. 1H), 6 93(d. J= 3 5 Hz. 1H) 6 97-6 99 (m, 
1H) 721 (d J=52Hz. 1H). 7 34 (brt. .fc 7.8 Hz, 1H). 7 55 (d. J= 78 Hz. 2H). 



ss 



BNSDOCID: <£P 0SS2U8A2J_> 
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B. Preparation of 5-carbomethoxy-l ,2-dihydro-2-(2-thienyl)-9H-carbaz l-4(3H)-one 
[0454] 

s 



10 




is [04S5] Prepared in 65% yield by the method of Example 1 7D 'H-NMR (C0CI 3 ) 5 2 73 (dd. J=16.3, 11 8 Hz. 1 H), 
2.91 (dd, J= 16.4,40 Hz. 1H), 3.03 (dd. J= 16.6, 10 8 Hz, 1H). 3 24(dd, J= 16.6, 4 5 Hz, 1H), 3.75-3.78 (m, 1H). 
4.03 (s 3H), 6.88 (br s, 1H) 6 93-6 96 (m. 1H). 7.17 (d . <k 5 0 Hz. 1H), 7.22-7 26 (m. 1 H). 7 36 (d, J= 7 4 Hz. 1H). 
7.40 (d. J=8 0Hz 1H).9.17(brs. 1H) 

20 c Preparation ol 5-cartK>methoxy-1.2-dihydro-9-(phenylmethyl)-2-(2-thienyl)carbazol-4(3H)-one 

[0456] 




35 

[0457] Prepared in 88% yield by the method of Example 17E. 1 H-NMR (CDCI 3 ): 8 284 (dd, J= 16.5, 11.6 Hz. 1H). 
2.97-3.10 (m. 2H). 3.34 (dd. J= 16 5, 4 5 Hz. 1H), 3 89-3 96 (m. 1H). 406 (s. 3H). 5 38 (s. 2H), 6 89-7 00 (m. 4H). 
7.18 (d. J= 5 3 Hz, 1H) 7 25-7 41 (m. 6H) 

40 D. Preparation of 5-carbometrK^-4-rvdroxy-9-(phenylmemyl)-2-(2-thieny1)carbazole 

[0458] 



4S 



SO 




55 

[0469] Prepared in 76% yield by the method (b) of Example 17F. 'H-NMR (CDCI3): 6 411 (s, 3H), 5 55 (s. 2H). 
7.07-7 12 (m. 3H). 7 16 (s. 2H). 7.24-7.30 (m. 4H). 7.37-7 42 (m, 2H). 7.56 (d, Jt=B.l Hz. 1H). 8.01 (d. J= 7 6 Hz. 1H). 
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E Preparation of 5K^rbanrioyl-4-riydroxy-9-<prienylmelhyl)-2-(2-thienyl)carbazole 
[0460] 



10 



is 




[0461] Prepared in 85% yield by the method of Example 17G 'H-NMR (DMSO-de) 8 5 73 (s, 2H). 6 87 (s. 1H), 
7 08-7 26 (m 6H) 7 41 -7 56 (m 5H). 7.76 (br t. J= 4 5 Hz, 1 H). 8 39 (s, 1 H), 8.83 (s. 1 H). 10 76 (S, 1 H) 

F Preparation of |5-carbamoyl-9-(phenylmethyl)-2-(2-thienyl)carbazol-4-yl]oxyacetic acid methyl ester 

[0462] 



30 



3S 




[0463] Prepared in 92% yield by the method of Example 17H 'H-NMR (OMSO-de) 8 3 70 (s 3H). 4 99 (s. 2H) 5 71 
(s. 2H). 6 85 (s. 1H). 7 04 (d. J= 7 2 Hz. 1H). 7 11-7 26 (m. 7H). 7 35 (br t. J= 7.7 Hz. 1H). 7 50-7 57 (m. 5H) 

40 

G Preparation of [5-carbamoyl-9-(phenylmethyl)-2- (2-thienyl)carbazol-4-yl]oxyacetic acid 
[0464] 



SO 



55 




[0465] Prepared in 98% yield by the m thod of Exampl 1 71 'H-NMR (DMSO-ds) 8 4.90 (s, 2H). 5.72 (e, 2H). 6 85 



BNEOOCO: «£P__£8»148AiJL> 
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(s, 1H). 7 04-7 26 (m, 7H). 7.33-7 38 (m, 2H), 7.50-7 59 (m. 4H). 7.71 (s. 1H), 12.99 (br s. 1H) 
Example 58 

5 [5-carbamoyl-9-(phenylme1hyl)-2-[l(propen-3-yl)oxyJmethylIcart)azol-4-yl|oxyacetic acid 
[0466] 




20 



A. Preparation of 5-carbomethoxy-1.2-dhydrcH9-{phenylmetW^ 
[04671 



30 



35 




[0468] Sodium hydride (63 4 mg 1 58 mmol) was added to a stirred anhydrous DMF (7 mL) solution containing the 
compound of Example 1 9C (480 mg. 1 32 mmol) and altyl bromide (0 1 72 mL. 1 98 mmol) under a nitrogen atmosphere 

■to The resultant solution was stirred at ambient temperature for 2 hours Then the mixture was treated with two drops ol 
acetic acid before it was concentrated in vacuo The residue was-subject to chromatography on silica (gradient 30-70% 
ethyl acetate in hexane) to provide the subtitled compound (395 mg. 74%) as a white solid IR (KBr) 1726. 1654 
cm' 1 : 'H-NMR (CDCI3). $ 2 40 (dd, J = 16 5. 11 1 Hz. 1H). 2 57-2 78 (m 3H), 3.01 -3 08 (m. 1H). 3 41 (dd. J= 9.2, 6.9 
Hz. 1 H). 3.49 (dd. J= 9.2. 4 3 Hz. 1H). 3.95 (d, J= 5 4 Hz, 2H. -CHaO-). 4 04 (s, 3H. -OCH 3 ), 5.14-5 27 (m, 2H. =CHa). 

■« 5.32 (s. 2H, -NCH2-), 5 80-5 92 (m, 1H, -CH=). 6 97-7.02 (m, 2H) 7 20-7 39 (m. 6H): ESIMS m/e 404 (M*+1 ): 





Elemental Analyses for C^H^NO* 




Calculated 


C. 74.42, H. 6 25. 


so 


Found 


C. 74.59. H.607 



SB 



BN6DOC!D:<£J>_C86214«A2JL» 
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B Preparation ol 5-carbom th xy^-hydroxy-9-(phenylmethyl)-2-[[(propen-3-yl)oxyIrnethyl]carb<izole 
[0469] 



to 



is 




[0470] Prepared in a 78% yield by the method (b)of Example 17F IR (CHCI 3 ) 3200 (br). 1687cm' 'H-NMR(CDCI 3 ) 
8 4 04 (d. J= 5 7 Hz 2H. -CHaO-) 4 11 (s. 3H. -OCH 3 ). 4 63 (8, 2H. -OCH 2 -). 5 15-5.31 (m. 2H. =CH 2 ). 5 55 (s. 2H. 
20 -NCH 2 -). 5 88-6 02 (m 1H, -CH=). 6.81 (s, 1H). 6.99 (S. 1 H). 7.05-7 09 (m. 2H). 7.22-7 30 (m. 3H), 7 40 (br I. Jb 8 0 
Hz. 1H) 7 55 (d. J= 8 0 Hz. 1H).6 00(d . ./=8 0Hz. 1H). 10 48<s. 1H.-OH): ESIMS m/e 402 (M++1). 



Elemental Analyses (or C 25 H 23 N0 4 

Calculated j C, 74.80. H, 5.77 
Found | C. 75.08. H. 5.78 



C Preparation ol 5-camarrK)yl-4-hydroxy-9-(phenytmethyl)-2-[[<prcpen-3-yl)oxy]methyl]carbazole 
30 [0471J 



35 



40 




[0472] Prepared in a 75% yield by the method of Example 17G IR (KBr) 3420. 3203 (br). 3121. 1632. 1601 cnr 1 'H- 
4S NMR (DMSO-cy 8 3.95 (d J= 5 3 Hz 2H -CH 2 0-). 4 50 (s 2H.-OCHj-). 5.08-5 25 (m, 2H. =CHj). 5 65 (s, 2H. 
-NCH 2 -). 5 83-5 93 (m, 1H, -CH=). 6 54 (s, 1H). 7 02-7.05 (m, 3H). 7.14-7 25 (m, 3H). 7.39-7 45 (m, 2H), 7 73-7 77 
(m. 1H). 8.34 (s. 1H -NH). 8 79 (s. 1H. -NH). 10.53 (s 1H, -OH). ESIMS m/e 387 (NrN-1) . 



Elemental Analyses for C^Hj^C^ 


Calculated 
Found 


C. 74 59: H. 5.74. 
C. 74 85: H. 5.93. 



eNSDCOO: <EP__P85214»A2JL> 
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D Preparation ol I5^rbamoyl-9Mphenylmelhyl)-2-(I(propen-3-yl)oxy]rnelhyl|carba2d-4-ylloxyaceticacid.. 
[0473] 



10 



is 




methyl ester 

[0474] Prepared in a 90% yield by the method ol Example 17H IR (KBr) 3360. 3167. 1758 1639 crrr 1 . 'H-NMR 
(CDCI 3 ) 6 3 83 (s, 3H. -OCH3). 4 00 (d. J= 5 7 Hz. 2H. -CHaO-), 4.62 (s, 2H. -OCH 2 -). 4 91 (s. 2H. -OChV). 5 16-5 30 
20 (m, 2H, =CH 2 ). 5.52 (s. 2H. -NCH 2 -), 5.88-6.00 (m. 1 H. -CH=), 6.05 (br s. 2H. -NH2), 6 59 (s, 1 H), 7.05 (s 1 H). 7 06-7 1 0 
(m, 2H), 7.22-7.41 (m. 6H): ESIMS m/e 459 (M*+1) 

E Preparation ol I5-carbamoyl-9-(phenylmethyl)-2-[|(prapen-3-yl)oxy]methyl)carbazol-4-yl|oxyacetrc acid 
zs [0475] 



30 



35 




[0476] Prepared in a 89% yield by the method ol Example 171 IR (KBr) 3453. 3421. 3332. 3220. 2580 (br), 1740. 
1724. 1631 cm- 1 : 'H-NMR (DMSO-ds): 83 95 (d. J= 4 7 Hz. 2H. -CH z O-). 4.53 (s. 2H, -OCH2-). 4 79 (s. 2H, -OCH 2 -), 
5 10-5 26 (m. 2H. =CH 2 ), 5 64 (s. 2H, -NCH 2 -), 5 80-6 00 (m, 1H. -CH=), 6 56 (s. 1H). 7 04-7 40 (m. 9H), 7 57 (d. J= 
8 1 Hz. 1H). 7.70 (s. 1H. -NH). 12 94 (br s. 1H. -CQaH). ESIMS m/e 445 (MN-1) . 



45 


Elemental Analyses for C 26 H 2 4N 2 O s 




Calculated 


C. 70.26: H, 5.44. 




Found 


C.70 00. H. 5.42 



SO 



ss 



BNEOOQD: <£P_D8521 «9«JL» 
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Example 59 

l5-carbamoyl-9-(phenylmelhyl)-2-l(propyloxy)methyllcarba20l-4-ylloxyaceticacid 
s [0477] 



10 



is 




A. Preparation ol [5<:arbamoyl-9-(phenylrrwthyl)-2-[(propyloxy)methyllcarbazol-4-yl)c>xyacelic acid, methyl ester 
[0478] 




35 



[0479] Platinum oxide (30 mgl was added to a stirred THF (30 ml) solution containing the compound ot Example 
IID (120 mg, 0 262 mmol) under a nitrogen atmosphere. The mixture was then stirred under a hydrogen atmosphere 
for 30 minutes. After filtration and concentration, the residue was chromatographed on silica (gradient 0-6% methanol 
in methylene chloride) to afford the subtitled compound (117 mg. 97%) as a white solid IP) (KBr) 3364 3166 1758 
*0 1742 1642cm-' «H-NMR(CDCI 3 ). 60 91 (t. J=7 4Hz. 3H. -CH 3 ) 1 57-1 65 (m. 2H). 3 40 (t J=66Hz 2H -OCH 2 -)" 
3 83 (s. 3H. -OCH 3 ). 4 60 (s 2H -OCH 2 -). 4 91 (s. 2H. -OCH 2 -) 5 52 (s. 2H, -NCH 2 -). 5 95 (br s. 1H. -NH). 6 06 (br 
s, 1H. -NH). 6 58 (s. 1H). 7 04 (s. 1H) 7 07-7 10 (m, 2H). 7.20-7.41 im. 6H): ESIMS m/e 461 (W+1) 

B Preparation ol [5-carbamoyl-9-(phenylmethyl)-2-[(propyloxy)methyl^arbazol-4-ylloxyacetic acid 
[0480] 



SO 



ss 




BNSDCCtD: <£P_C»S2uaA2J_> 
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[0481] Prepared in a 99% yield by the method of Example 171 IR (KBr) 3458, 3413 3332. 3232. 2500 (br). 1716. 
1627 cm-' 'H-NMR (DMSO-d 6 ) & 0.82 (t. J= 7.3 Hz, 3H, -CH 3 ). 1 45-1 53 (m, 2H). 3.33 (t. J= 6.3 Hz. 2H. -OCH 2 -). 
4 51 (s. 2H.-CH20-) 4 78 (s. 2H, -OCH 2 -). 5.64 (s. 2H -NCH 2 -). 6 54 (s. 1 H), 7 03-7 39 (m. 9H). 7 57 (d J= 8 2 Hz. 
1H), 7.70 (s. 1H, -NH), 12 93 (s, 1H, -CQ 2 H). ESIMS m/e 447 (M*+1) : 



Elemental Analyses lor CjgHjgNgC^ 


Calculated 
Found 


C. 69 94. H. 5 87. 
C. 70 00. H 5 88. 



10 

Example 60 

Preparation of 9-benzyl-7-methoxy-5-((cartx>xamidomethyl)oxy)-1 ,2,3.4-tetrahydrocarbazole-4-carboxamide 

is [0482] To 195mg (0.5mmol) of 9-benzyl-7-memoxy-5-cyanomethyloxy-1,2.3.4-tetrahydrocarbazole-4-carboxamide 
in 3ml CH^ was added 34mg (0 tmmol) tetrabutylammonium sulfate. After cooling to 0°C. 0 25ml 30% HjCfe and 
3ml 20% NaOH were added The reaction was allowed to warm to room temperature and stirred for 13h. The mixture 
was diluted with CH 2 Clg. washed with water, washed with brine, dried over sodium sulfate, and evaporated in vacuo 
The residue was chromatographed on silica gel elutmg with a gradient of 2 to 10% isopropanol m methylene chloride 

20 to give the titled product (36 7mg 1 9%) An analytical sample was crystallized from methanol 
MS (ES+) 408 



Elemental analysis for C^H^ls^C^ 

2S Calculated j C67 80. H618. N 10.31 

Theory |C67 91: H617. N 10.44 

Example 61 

30 Preparation of 9-benzyl-7-methoxy-5-cyancmethyloxy-carbazole-4-carboxamide 

[0483] To a stirred solution of 9-benzyl-5-hydroxy-7-methoxycarbazole-4-carboxamide (0 75g. 2 17mmol) in DMF 
(76ml) andTHF (16ml) and added 60% NaH (0 llg. 2 71mmol) After 15 mm bromoacetonrtrile (0 20ml. 2 93mmol) was 
added and the reaction was allowed to stir for 4h. The reaction was diluted with EtOAc. extracted with water, then 
x brine, dried (NajSAi). and chromatographed on silica gel using a CHaCla-EtOAc-methanol gradient to give the titled 
compound (0.52g. 63%) MS (ES+) 386 



Elemental analysis for C 23 H I9 N 3 03. 


Calculated 
Theory 


C 71.68: H4 97: N10 90 
C7167. H4 72: N 10.65 



Example 62 424805 

^ Preparation of 9-benzyl-7-methoxy-5-(( 1 H-tetrazol-5-yl-methyl)oxy )-carbazole-4-carboxamide 

[0484] 0.20gram (0 52mmol) of 9-benzyl-7-methoxy-5-cyanomethyloxy-carbazole-4-carboxamide was heated with 
2.2ml tri-n-butyl tin hydride at 95°C for 3.5 h. The reaction was then added to a mixture of 56 ml acetonitnle llml 
tetrahydrof uran. and 22ml acetic acid and stirred for 2 h The mixture was extracted 4 times with hexane and the residue 
so evaporated in vacuo. The residue was chromatographed on silica gel using a CHjC^-methanol gradient, then 1% 
HOAc in EtOAc. Crystallization from acetone and hexane afforded the titled compound (0 047g. 2 1 %). MS (ES • ) 41 2. 
429 





Elemental analysis for C 23 H 24 N 6 03 


55 


Calculated 


C 64.48: H4 71: N 19.61 




Theory 


C 64.58; H467: N1968 



BNSOCOD: <£P__CSSi149/«_L> 
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Example 63 

Preparation ol 9*en2yl-7-methoxy-5-((Mrboxamidoniethyl(oxy)<arbazole-4<arboxamide 

s [0485] To 200mg (0 52mmot) of 9-benzyl-7-methoxy-5-cyanomelhyloxy-carbazole-4-carboxamide in 6ml CH 2 CI 2 
was added 35mg (0 Immol) tetrabulylammonium sulfate After cooling lo O'C. 0 26ml 30% HgOj and 6ml 20% NaOH 
were added. The reaction was allowed to warm to room temperature and stirred for 1 8h The mixture was diluted with 
CH 2 CI 2 and methanol, washed with water, washed with bnne, dried over sodium sulfate and evaporated in vacuo. The 
residue was chromatographed on silica gel using a CH 2 CI 2 -ethanol gradient Crystallization from methanol afforded 

io the titled compound (22 5mg 11%). MS (FD) 403 



Elemental analysis for C 23 H 21 N 3 0 4 : 

Calculated j C 68 47. H5 25. N10 42 
Theory |C68 65: H4 99. N10 40 



Example 64 

Preparation of [9-Benzyl-4-carbamoyl-1.2.3.4-tetrahydrocarbaole-5-yl|oxyacetic acid 

20 

[0486] 



25 



30 




3S A 9-Benzyt-4-carboxy-5-methoxy-1.2.3.4-tetrahydrocarbazole. Ethyl Ester. 

[0487] AsolutionoM 50g|4 02mmol)crf9-Benzyl-4^rboxy-3-chloro-5-methoxy-1.2.3.4-tetrahydrocarbazole ethyl 
ester and 0.45 g (4 40 mmol) of EtjN in 25 mL of EtOH was treated with 0 24 g of 5% Pd-C and the mixture hydrogenated 
at 60 psi for 16 hrs The reaction was filtered and concentrated in vacuo to give 1 .40 g of a tan solid 'H NMR (CDCI 3 ) 
40 87 30-7 19 (m. 3H). 7 03-6 95 (m, 3H). 6.80 (d. 1H. J=8 1 Hz), 6.44 (d. 1H, J=7.7 Hz). 5.22 (d. 2H, J=5.9 Hz). 4.22-4.11 
(m. 3H). 3 82 (s 3H). 2 75-2 64 (m 1 H) 2 59-2 48 (m 1 H). 2 11 -1 64 (m. 4H), and 1 25 (t. 3H. J=7.0 Hz) IP, (CHCI 3 ) 
2959 1725, 1499. 1453. 1260. 1178. 1128 cm-1. 



Elemental Analysis 


for CggHjsNOa: 


Calculated | 


363 1836 


Found 

. . i 


363 1834 



B 9-Benzyl-4-carbamoyl-5-hydroxy-l .2.3.4-tetrahydrocarbazole 

so 

[0488] A 0 'C solution of 1 00 g (2 80 mmol) 9-benzyl-4-carboxy-5-methoxy-1 , 2.3.4-tetrahydrocarbazole, ethyl ester 
in 15 mL of CHjClj was treated with 22 40 mL (22 40 mmol: 1 M in CH^fe) of BBr 3 . The cold bath was removed and 
the reaction stirred until tic analysis (10% EtOAc m hexanes) indicated complete consumption of starting material (1.5 
hrs) The reaction was cooled to 0 °C and was quenched with 5 0 mL of MeOH The mixture was stirred at ambient 
ss temperature for 1 8 hrs and was concentrated rn vacuo The black oil was taken up in 200 mL of CHjCIj and the solution 
washed with H 2 0 (100 mL) and sat'd aq NaHCOg (lOOmL). Evaporation of the eolvenl in vacuo afforded 700 mg of a 
black oil Purification by radial chromatography (10 % EtOAc in hexanes) afforded 400 mg of 9-banzyM-carboxy- 
5-hydroxy-1 ,2,3.4-tetrahydrocarbazole. ethyl ester which was taken on directly to the next reaction. 
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[0489] The phenol was taken up in 40 ml of THF and Ih solution treated with 10 mL ol NH4OH The reaction vessel 
was capped and the mixture stirred vigorously for 1 3 days. The reaction was poured into l-feO and the mixture extracted 
with EtOAc (3 x 150 mL) The combined organic layers were dried (Na2S0 4 ), filtered and concentrated in vacuo to 
give 300 mg of a brown foam. Radial chromatography (3% MeOH in CHjCy afforded SO mg of starting phenol and 
80 mg (0.03 mmol; 22 %) of 9-benzyl-4-carbamoyl-5-hydroxy-1,2,3.4-letrahydrocarbazole 'H NMR (CDCI 3 ) 8 
7 33-7 24 (m. 3H). 7 06-6 97 (m, 3H), 6.81 (d. IH, J=8.1 Hz), 6.56 (d, 1H. J=7 5 Hz). 5.22 (d. 2H, J=2.2 Hz). 4.20-4 15 
(m. 1H), 2.78-2.67 (m. 1H), 2.63-2.51 (m. 1H). 2.35-2.27 (m. 1H). and 2 09-1.91 (m, 3H). no phenol proton detected 
IR (CHCI3)3007. 1667. 1586, 1567. 1496, 1266 cm-1; 



10 


Elemental Analysis for C^H^NgOj 




Calculated 


321.1603 




Found 


321 1607 



ts C [9-Benzyl-4-carbamoyl-1 ,2.3.4-tetrahydrocarbaole-5-yl]oxyacetic acid. Methyl Ester. 

[0490] A solution of 80 mg (0 25 mmol) of 9-benzyl-4-carbamoyl-5-hydroxy-1 .2,3 4-tetrahydrocarbazole in 2 5 mL 
ol DMF was treated with 61 mg (0 30 mmol) of CS2CO3 followed by 26 mg (0 30 mmol) of methyl bromoacetate The 
mixture was stirred at room temperature until tic indicated complete consumption of starting material (2 hrs) The 

20 reaction was diluted with HjO (10 mL) and was extracted with EtOAc (3x10 mL) The combined organic layers were 
washed with H 2 0 (3 x2 0 mL), dried over NagSQ,. filtered and concentrated in vacuo. The residue was purified by 
radial chromatography (SiOa: 2 5% MeOH in d-feCy to afford 50 mg (0.13 mmol: 51%) of [9-benzyl-4-carbamoyl- 
1 .2.3.4-tetrahydrocarbaole-5-yl]oxyacatic acid, methyl ester as an oil 'H NMR (CDCI 3 ) 8 7.33-7.21 (m, 3H). 7.05-6.98 
(m, 3H), 6 98 (d, 1 H, J=7.4 Hz). 6.46 (br s. 1 H). 6.37 (d. 1 H. J=7 7 Hz). 5.52 (br s, 1 H). 5.23 (d, 1 H, J=4 9 Hz) 4 79-4 70 

25 (m. 2H), 4 20-4.15 (m. 1H) 3.81 (s. 3H), 2.79-2.69 (m. 1H). 2.63-2.49 (m, IH). 2.43-2 35 (m, 1H), 2 25-2 09 (m, 1H). 
and 1 99-1 78 (m 2H). IR (CHCI 3 , cm-') 1759, 1670 1497. 1453, 1440. and 1132. MS (ES) m/e 393 (M+1) 



Elemental Analysis for CgjH^NgCy 


Calculated 
Found 


C, 70.39: H.6 16. N. 7.14 
C, 70.29: H.6 31. N. 7 08 



D [9-Benzyl-4-carbamoyl-1,2.3,4-tetrahydrocarbaole-5-yl]oxyacetic acid 

as [0491] A solution of 30 mg (0 076 mmol) of [9-benzyl-4-carbamoyl-l,2.3.4-tetrahydrocarbaole-5-yl]oxyacetic acid, 
methyl ester in 1 0 mL of THF and 1 .0 mL of MeOH was treated with 0.2 mL of 1 N aq LiOH (0 2 mmol). The mixture 
was stirred for 18 hrs. An additional 0 2 mL of 1 N aq LiOH (0.2 mmol) was added and stirnng continued After 1 hr. 
the mixture was concentrated in vacuo. The residue was dissolved in 2.0 mL of HgO and the solution acidified with 0 2 
N aq HCI The solid was filtered and dried to afford 25 mg of [9-benzyl-4-rarbamoyl-1,2,3,4-tetrahydrocarbaole-5-ylj 

40 oxyacetic acid as a white solid. 1 H NMR (DMSO-d6) S 7.36-7. 12 (m, 5H). 7 05-6 83 (m. 5H). 6.71 (br s. 1 H), 6 35 (d, 
1H, J=7.6 Hz). 5 27 (s, 2H). 4.64 (s. 2H), 3.93-3.84 (m. 2H). 2.75-2.64 (m. 1H). 2.16-1.95 (m. 2H), 1.81-1 64 (m. 2H) 
and 1 proton masked by Hp peak between 2 58-2.40. IR (KBr cnr') 3435, 2936. 1722. 1644, 1586. 1566, 1495, 
1451, 1354. 1227, 1134, 730. 716. and 698. MS (ES) m/e 377 (M-1) and 379 (M+1) 



4S 


Elemental Analysis for C^H^NgO^ 




Calculated 


C.6983: H.5 86. N. 7 40 




Found 


C. 70.11; H.5.76: N, 7 12 



so [0492] The compounds described herein are believed to achieve their beneficial therapeutic action principally by 
direct inhibition of human sPLAj. and not by acting as antagonists for arachidonic acid, nor other active agents below 
arachidonic acid in the arachidonic acid cascade, such as S-lipoxygenases, cyclooxygenases. etc. 
[0493] The method of the invention lor inhibiting sPLAg mediated release of fatty acids comprises contacting sPLAj 
with an therapeutically effective amount of the compound of Formula (I) or its salt 

w [0494] The compounds of the invention may be used in a method of treating a mammal (e.g., a human) to alleviate 
the pathological effects of septic shock, adult respiratory distress syndrome, pancreatitus. trauma, bronchial asthma, 
allergic rhinitis, and rheumatoid arthntis wherein the method comprises administering to the mammal a compound of 
formula (I) in a therap utically effective amount A "therap utically effective" amount is an amount sufficient to mhtoit 
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sPL mediated release ol fatly acid and ( thereby inhibit or pr vent the arachid nic acid cascade and its deleterious 
products The therapeutic amount of compound of the invention needed to inhibit sPU^ may be readily determined 
by taking a sample of body fluid and assaying it for SPLA2 content by conventional methods 

[0495] Throughout this document, the person or animal to be treated will be described as a "mammal', and it will be 
s understood that the most preferred sub|ect is a human However it must be noted that the study of adverse conditions 
of tho central nervous system in non-human animals is only now beginning, an that some instances of such treatments 
are coming into use. Accordingly, use of the present compounds in non-human animals is contemplated. It will be 
understood that the dosage ranges for other animals will necessarily be quite different from the doses administered to 
humans, and accordingly that the dosage ranges described be recalculated For example, a small dog may be only 
to 1/1 0 th of a typical human's size and it will therefore be necessary fora much smaller dose to be used The determination 
of an effective amount for a certain non-human animal is earned out tn the same manner described below m the case 
ol humans, and vetennarians are well accustomed to such determinations 

[0496] As previously noted the compounds of this invention are useful for inhibiting sPLA, mediated release of fatty 
acids such as arachidonic acid By the term 'inhibiting* is meant the prevention or therapeutically significant reduction 
is in release of SPLA2 initiated fatty acids by the compounds of the invention By "pharmaceuticalty acceptable' it is meanl 
the carrier, diluent or excrpient must be compatible with the other ingredients of the formulation and not deleterious to 
the recipient thereof 

[0497] In general, the compounds of the invention are most desirably administered at a dose that will generally afford 
effective results without causng any senous side effects and can be administered either as a single unit dose, or if 

20 desired, the dosage may be divided into convenient subunits administered at suitable times throughout the day 

[0498] The specific dose of a compound admin 1st ered according to this invention to obtain therapeutic or prophylact ic 
effects will, of course, be determined by the particular circumstances surrounding the case, including, for example, the 
route of administration, the age. weight and response of the individual patient, the condition being treated and the 
severity of the patient's symptoms. Typical dairy doses will contain a non-toxic dosage level of from about 0 01 mg/kg 

25 to about 50 mg/kg of body weight of an active compound of this invention. 

[0499] Preferably the pharmaceutical formulation is m unit dosage form The unit dosage form can be a capsule or 
tablet itself or the appropriate number of any of these The quantity of active ingredient in a unit dose of composition 
may be varied or adjusted from about 0 1 to about 1000 milligrams or more according to the particular treatment 
involved It may be appreciated that it may be necessary to make routine variations to the dosage depending on the 

30 age and condition of the palient. The dosage will also depend on the route of administration. 

[0500] A 'chronic' condition means a deteriorating condition of slow progress and long continuance. As such, it is 
treated when it is diagnosed and continued throughout the course of the disease . An 'acute" condition is an exacerbation 
of short course followed by a period of remission In an acute event, compound is administered at the onset of symptoms 
and discontinued when the symptoms disappear 

35 [0501] Pancreatitis, trauma-induced shock, bronchial asthma, allergic rhinitis and rheumatoid arthritis may occur as 
an acute event or a chronic event Thus, the treatment of these conditions contemplates both acute and chronic forms 
Septic shock and adult respiratory distress on the other hand, are acute conditions treated when diagnosed 
[0502] The compound can be administered by a variety of routes including oral, aerosol rectal transdermal subcu- 
taneous, intravenous, intramuscular, and intranasal 

•» [0503] Pharmaceutical formulations of the invention are prepared by combining (e g , mixing) a therapeutically ef- 
fective amount of the compounds of the invention together with a pharmaceutical ly acceptable carrier or diluent therefor 
The present pharmaceutical formulations are prepared by known procedures using well known and readily available 
ingredients. 

[0504] tn making the compositions ol the present mvention. the active ingredient will usually be admixed with a earner, 
-*5 or diluted by a carrier, or enclosed within a carrier which may be in the form of a capsule sachet, paper or other 
container When the carrier serves as a diluent it may be a solid semi-solid or liquid material which acts as a vehicle, 
or can be in the form of tablets, pills powders, lozenges elixirs, suspensions, emulsions, solutions syrups, aerosols 
(as a solid or in a liquid medium), or ointment containing, for example up to 10% by weight of the active compound. 
The compounds of the present invention are preferably formulated prior to administration 
so [0505] For the pharmaceutical formulations any suitable carrier known in the art can be used In such a formulation, 
the carrier may be a solid liquid, or mixture of a solid and a liquid. Solid lorm formulations nclude powders tablets 
and capsules A sobd earner can be one or more substances which may also act as flavoring agents, lubneants. sol- 
ubilisers, suspending agents, binders, tablet disintegrating agents and encapsulating material 
[0506] Tablets for oral administration may contain suitable excipients such as calcium carbonate, sodium carbonate, 
55 lactose, calcium phosphate, together with disintegrating agents, such as maize, starch, or akjinic acid, and/or binding 
agents, for example, gelatin r acacia and lubricating agents such as magnesium stearate. stearic acid, or talc. 
[0507] In powders the carrier is a finely divided solid which is in admixture with the fin ly divided active ingredient. 
In tablets th active ingredient is mixed with a cam r having the necessary binding properties in suitable proportions 
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and compacted in ihe shape and siz desired Th powders and tablets pret rabty contain from about 1 to about 99 
weight percent of the active ingredient which is the novel compound of this invention Suitable solid carriers are mag- 
nesium carbonate, magnesium stearate, talc, sugar lactose, pectin, dextrin, starch, gelatin, tragacanth. methyl cellu- 
lose, sodium carboxymethyl cellulose, low melting waxes, and cocoa butter. 
[0508] Sterile liquid form formulations include suspensions, emulsions, syrups and elixirs 

[0509] The active ingredient can be dissolved or suspended in a pharmaceuticaHy acceptable carrier, such as sterile 
water, sterile organic solvent or a mixture of both. The active ingredient can often be dissolved in a suitable organic 
solvent, for instance aqueous propylene glycol Other compositions can be made by dispersing the finely divided active 
ingredient in aqueous starch or sodium carboxymethyl cellulose solution or in a suitable oil. 
[0510] The following pharmaceutical formulations 1 through 8 are illustrative only and are not intended to limit the 
scope of the invention in any way 'Active ingredient*, refers to a compound according to Formula (III) or a pharma- 
ceutically acceptable salt, solvate, or prodrug thereof 

Formulation 1 

[0511] Hard gelatin capsules are prepared using the following ingredients 





Quantity (mg/capsule) 


Compound of Example 5 


250 


Starch, dried 


200 


Magnesium stearate 


10 


Total 


460 mg 



Formulation 2 

[051 2] A tablet is prepared using the ingredients below 





Quantity (mg/tablet) 


Compound of Example 10 


250 


Cellulose, mcrcerystalline 


400 


Silicon dioxide, fumed 


10 


Stearic acid 


5 


Total 


665 mg 



The components are blended and compressed to form tablets each weighing 665 mg 
Formulation 3 

[0513] An aerosol solution is prepared containing the following components 





Weight 


Compound of Example 1 5 


0 25 


Ethanol 


25 75 


Propellanl 22 (Chlorodifluoromethane) 


74 00 


Total 


ToTOSo 



[0514] The active compound is mixed with ethanol and the mixture added to a portion of the propellant 22. cooled 
to -30'C and transferred to a filling device The required amount is then fed to a stainless steel container and diluted 
with the remainder of the propellant. The valve units are th n fitted to the container 
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[0515] Tablets, each containing 60 mg of active ingredient are made as follows 



s 


Compound of Example 25 


60 mg 




Starch 


45 mg 




Microcrystalline cellulose 


35 mg 


10 


Polyvinylpyrrolidone (as 10% solution in water) 


4 mg 




Sodium carboxymethyl starch 


4 5 mg 




Magnesium stearate 


0 5 mg 




Talc 


1 mg 


IS 


Total 


I50mg 



[051 6] The active ingredient starch and cellulose are passed through a No. 45 mesh U S. sieve and mixed thoroughly. 
The aqueous solution containing polyvinylpyrrolidone is mixed with the resultant powder, and the mixture then is passed 
through a No 14 mesh U S. sieve The granules so produced are dried at 50"C and passed through a No 18 mesh 
US. sieve The sodium carboxymethyl starch magnesium stearale and talc previously passed through a No 60 mesh 
U S sieve are then added to the granules which, after mixing, are compressed on a tablet machine to yield tablets 
each weighing 150 mg 

Formulation 5 

[0517] Capsules, each containing 80 mg of active ingredient, are made as follows 



Compound of Example 30 


80 mg 


Starch 


59 mg 


Microcrystalline cellulose 


59 mg 


Magnesium stearate 


2mg 


Total 


200 mg 



[0518] The active ingredient, cellulose, starch, and magnesium stearate are blended, passed through a No 45 mesh 
U.S. sieve, and filled into hard gelatin capsules in 200 mg quantities 

Formulation 6 

[0519] Suppositories each containing 225 mg of active ingredient, are made as follows 



Compound of Example 35 


225 mg 


Saturated fatty acid glycerides 


2,000 mg 


Total 


2,225 mg 



[0520] The active ingredient is passed through a No 60 mesh U S sieve and suspended in the saturated fatty acid 
glycerides previously melted using the minimum heat necessary The mixture is then poured into a suppository mold 
SO of nominal 2 g capacity and allowed to cool 



Formulation 7 



[0521] Suspensions, each containing 50 mg of active ingredient per S ml dose, are made as follows 



55 



Compound of Example 40 



50 mg 
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(continued) 



Sodium carboxymethyl cellulose 


50 mg 


Syrup 


1.25 ml 


Benzoic acid solution 


0 10 ml 


Flavor 


q v. 


Color 


q v. 


Purified water to total 


5 ml 



[0522J The active ingredient is passed through a No 45 mesh U S sieve and mixed with the sodium carboxymethyl 
cellulose and syrup to (orm a smooth paste The benzoic acid solution, flavor and color are diluted with a portion ol 
the water and added, with stirring Sufficient water is then added to produce the required volume 

Formulation 8 

[0523] An intravenous formulation may be prepared as follows 



Compound of Example 45 


100 mg 


Isotonic saline 


1.000 ml 



The solution of the above ingredients generally is administered intravenously to a subject at a rate of 1 ml per minute 
25 Assay Example 1 

[0524] The following chromogenic assay procedure was used to identify and evaluate inhibitors of recombinant hu- 
man secreted phospholipase Ag The assay descrtoed herein has been adapted for high volume screening using 96 
well microliter plates. A general description of this assay method is found in the article, 'Analysis of Human Synovial 
oo Flux! Phospholipase fi^ on Short Chain Phosphatidylcholine-Mixed Micelles: Development of a Spectrophotometrk 
Assay Suitable for a Microliterplate Reader" by Laure J. Reynolds. Lori L Hughes, and Edward A Dennis. Analytical 
Biochemistry. 204, pp 1 90-1 97. 1 992 (the disclosure of which is incorporated herein by reference) 

Reagents 

35 

[0525] 

REACTION BUFFER - 

•*> CaCl2.2H 2 0(1.47g/l) 
KCI (7 455 g/L) 

Bovine Serum Albumin (fatty acid free) (1 g/L) (Sigma A-7030. product of Sigma Chemical Co. St. Louis MO. 
USA) 

TRIS HCI (3 94 g/L) 
45 pH 7.5 (adjust with NaOH) 

ENZYME BUFFER - 

005NaOAc 3 H 2 O.pH4.5 
so 0.2NaCI 

Adjust pH to 4 5 with acetic acxl 

DTNB - 

55 5,5'-dithiobis-2-nitrobenzoic acid 

RACEMIC DIHEPTANOYL THIO • PC 
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racemic 1 2-bis(heplanoylthio)-1 .2-dideoxy-sn-glycer -3-phosphorylchohne 
TRITON X-100™ prepare at 6 249 mg/ml in reaction buffer to equal IOuM 

TRITON X-100™ is a polyoxy ethylene non-onic detergent supplied by Pierce Chemical Company, 3747 N 
Meridian Road Rockford. Illinois 61101 

REACTION MIXTURE - 

A measured volume of racemic dipheptanoyl thio PC supplied in chloroform at a concentration of 100 mg/ml 
is taken to dryness and redissolved in 10 millimolar TRITON X-100"" nonionic detergent aqueous solution Reac- 
tion Buffer is added to the solution, then DTNB to give the Reaction Mixture 

The reaction mixture thus obtained contains ImM diheptanoly Ihio-PC substrate. 0 29 mm Triton X-lOO™ 
detergent, and 0 12 mm DTMB in a buffered aqueous solution at pH 7 5 

Assay Procedure 

[0526] 

1 Add 0 2 ml reaction mixture to all wells. 

2 Add 10 ul test compound (or solvent blank) to appropriate wells, mix 20 seconds. 

3 Add 50 nanograms of SPLA2 (10 microliters) to appropriate wells. 
4. Incubate plate at 40°C for 30 minutes 

5 Read absorbance of wells at 405 nanometers with an automatic plate reader 

[0527] All compounds were tested in triplicate Typically, compounds were tested at a final concentration of 5 ug/mi. 
Compounds were considered active when they exhibited 40% inhibition or greater compared to uninhibited control 
reactions when measured at 405 nanometers Lack ol cobr development at 405 nanometers evidenced inhibition 
Compounds initially found to be active were reassayed to confirm their activity and if sufficiently active, ICa, values 
were determined. Typically, the iCso values (see. Table I, below) were determined by diluting test compound serially 
two-fold such that the final concentration in the reaction ranged from 45 ug/hiL to 0 35 ug/ml More potent inhibitors 
required significantly greater dilution In all cases. % inhibition measured at 405 nanometers generated by enzyme 
reactions containing inhibitors relative to the uninhibited control reactions was determined Each sample was titrated 
in triplicate and result values were averaged for plotting and calculation of ICjq values ICsq were determined by plotting 
log concentration versus inhibition values in the range from 1 0-90% inhibition 

[0528] Compounds of the instant invention were tested in Assay Example 1 and were found to be effective at con- 
centrations of less than 100uM. 

Assay Example 2 

Method- 

[0529] Male Hartley strain guinea pigs (500-700g) were killed by cervical dislocation and their heart and lungs re- 
moved intact and placed in aerated (95% 0, 5% CO z ) Krebs buffer Dorsal pleural strips (4x1 x25mm) were dissected 
from intact parenchymal segments (8x4x25mm) cut parallel to the outer edge of the lower lung lobes. Two adiacent 
pleural strips obtained from a single lobe and representing a single tissue sample, were tied at either end and inde- 
pendently attached to a metal support rod One rod was attached to a Grass force-displacement transducer Model 
FT03C, product of Grass Medical Instruments Co.. Quincy. MA. USA) Changes in isometric tension were displayed 
on a monitor and thermal recorder (product of Modular Instruments Malvern. PA) All tissues were placed in 10 ml 
jacketed tissue baths maintained at 37°C. The tissue baths were contnuously aerated and contained a modified Krebs 
solution of the following composition (millimolar) NaCI, 118 2: KCI, 4 6: CaCI^HjO. 2 5: MgS0 4 -7H 2 0. 1 2: NaHC0 3 , 
24 8. KHjPO^ 1 0: and dextrose, 10.0 Pleural strips Irom the opposite lobes of the lung were used for paired exper- 
iments. Preliminary data generated from tension/response curves demonstrated that resting tension of BOOmg was 
optimal The tissues were allowed to equilibrate for 45 mm as the bath fluid was changed penodicalfy. 

Cumulative concentration-response curves: 

[0530] Initially tissues were challenged 3 times with KCI (40 mM) to test tissue viability and to obtain a consistent 
response After recording the maxmal response to KCI, the tissues were washed and allowed to return to bas line 
before the next challenge. Cumulative concentration-response curves w re obtained from pleural stnps by increasing 
the agonist concentration (sPLAj) n the tissue bath by half-tog l0 increments while the previous concentration remained 
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in contact with in tissues (Ret 1. supra.) Agonist concentration was increased after reaching the plateau of the con- 
traction elicited by the preceding concentration One concentration-response curve was obtained from each tissue To 
minimize variability between tissues obtained from dif erent animals, contractile responses were expressed as a per- 
centage of the maximal response obtained with the final KCL challenge. When studying the effects of various drugs 
on the contractile effects of sPLAj, the compounds and their respective vehicles were added to the tissues 30 minutes 
prior to starting the sPLAj concontration-response curves 

Statistical analysis 

[0531] Data from different expenments were pooled and presented as a percentage ot the maximal KCL responses 
(mean ± S E ) To estimate the drug induced rightward shifts in the concentration response curves, the curves were 
analyzed simultaneously using statistical nonlinear modeling methods similar to those described by Waud (1976). 
Equation 26 p 163. (Ret 2). The model includes four parameters the maximum tissue response which was assumed 
the same for each curve, the EDso for the control curve, the steepness of the curves, and the pAj. the concentration 
ol antagonist that requires a two-fold increase in agonist to achieve an equivalent response The Schild slope was 
determined to be 1 using statistical nonlinear modeling methods similar to those descnbed by Waud (1 976), Equation 
27. p 164 (Ref 2) The SchikJ slope equal to 1 indicates the model is consistent with the assumptions of a competitive 
antagonist, therefore, the pA2 may be interpreted as the apparent Kg, the dissociation constant of the inhibitor 
[0532] To estimate the drug-induced suppression of the maximal responses, sPLAg responses (10 ug/ml) were de- 
termined in the absence and presence qf drug, and percent suppression was calculated for each pair of tissues Rep- 
resentative examples of inhibitory activities are presented n Table 2, below. 

Ret 1 - van J M. Cumulative dose-response curves II Technique for the making of dose-response curves in 
isolated organs and the evaluation of drug parameters. Arch Int Pharmacodvn. Ther. 1 43 299-330, 1963. 
Ref 2 - Waud, D Analysis of dose-response relationships in Advances in General and Cellular Pharmacology 
eds Narahashi, Bianchi 1 145-178, 1976 

[0533] Compounds of the instant invention were tested in Assay Example 2 and were found to be effective at con- 
centrations below 20uM 

Assay Example 3 

3PLA2 Transgenic Mice Assay 

Materials & Methods 

[0534] The mice utilized n these studies were mature, 6-8 month old. ZnS0 4 -stamulated. hemizygous line 2603 s 
transgenic mice (Fox et al 1 996) Transgenic mice from this line express human sPLAg in the liver and other tissues 
and typically achieve levels of human sPLAa in their circulation of approximately 173 ± 10 ng/ml when maximally 
stimulated with ZnS0 4 (Fox. etal 1 996). The mice were housed under constant humidity and temperature and received 
food and water ad libit urn. Animal room ighting was mantained on a 1 2-hour light/dark cycle and all expenments were 
performed at the same time of the day during the early morning light period 

[0535] For intravenous testing, compounds or vehicle were administered as an I V bolus via the tail vein in a volume 
of 0.15 ml Vehicle consisted of 1 -5% dimethylsulfoxide 1-5% ethanol and 10-30% polyethylene glycol 300 in HgO. 
the concentrations ot these ingredients were adjusted according to the solubility of the compound Mice were bled 
retro-orbitally pnor to drug or vehicle administration and 30 minutes. 2 and 4 hours thereafter Three to six mice were 
used for each dose. PLAg catalytic activity in the serum was assayed with a modified phosphatidylcholine/aeoxycholine 
mixed micelle assay (Fox, etal 1996. Schadbch.elaA. 1987) utilizing 3 mM sodium deoxycholate and 1 mM 1-patmitoyl- 
2-oleoyl-sn-glycero-3-phosphochohne. 

[0536] For oral testing, compounds were dissolved in 1 -5% ethanol/1 0-30% polyethylene glycol 300 in HjO or were 
suspended n 5% dextrose m HaO and administered by oral gavage Serum was prepared from retro-orbital blood and 
assayed for PLAj catalytic activity as above 

References 
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Schadlch. H R.. M Buchler. and H G Beger, 1987. J CNn Chem. Clin. 
Biochem 25. 505 

[0538] Compounds of the instant invention were tested in Assay Example 3 and were found to be effective 
[0539] While the present nvention has been illustrated above by certain specific embodiments, it is not intended thai 
these specific examples should limit the scope of the invention as described in the appended claims 

Claims 

1. A compound of the formula (I) 




wherein 

Z is cyclohexenyl oi phenyl. 

R 20 is selected from groups (a), (b) and (c) where 

(a) is -(Cg-CaoJalkyl, -(Cs-CgoJalkenyl, (Cs-CaoJalkynyl, carbocychc radicals, or heterocyclic radicals, or 

(b) is a member of (a) substituted with ono or more independently selected nonnnterf ering substituen ts or 

(c) is the group - (L)-R 80 . where. (L)-is a divalent linking group of 1 to 12 atoms selected from carbon, 
hydrogen oxygen, nitrogen, and sulfur, wherein the combination ol atoms in -(L)- are selected from the 
group consisting of (i) carbon and hydrogen only, (n) one sulfur onfy. (m) one oxygen only, (ivl one or two 
nitrogen and hydrogen only, (v) carbon, hydrogen, and one sulfur onfy, and (vi) an carbon, hydrogen, and 
oxygen onfy. and where R*> is a group selected from (a) or (b) 

R 21 is a non-rnterfering substituent where f is 1-3: 
R 1 is -NHNH 2 .-NH 2 . or -CONHj. 

R 2 " is selected from the group consisting of -OH and -0{CH 2 )^ s where 

R 5 ' is H. -CN, -NH 2 . -CONH 2 . -CONFER 10 -NHSOjR'S.-CONHSOjR'S where R'S )s -(C,-C 6 )alkyl or -CF 3 . 
phenyl or phenyl substituted with -CO z H or -C0 2 (C,-C 4 )alkyl: and -(L a )-(acidic group) wherein -(L a )- is 
an acid linker having an acid linker length of 1 to 7 and t is 1 -5. 

R 3, is selected from non-interfering substituent. carbocyclc radicals, carbocychc radicals substituted with non- 
interfering substduents. heterocyclic radicals, and heterocyclic radicals substituted with non-interfering sub- 
stituents. 

or a pharmaceutical^ acceptable racemate. solvate, tautomer. optical isomer, prodrug derivative or sat, thereof 
2. A compound of the formula (II) 
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wherein: 

Z is cyctohexenyl. or phenyl; 

R 21 is a non-interfering substituent. 

R 1 is -NHNh^or-NH^ 

R 2 is selected from Ihe group consisting of -OH and -0(CH 2 ) m R 5 where 
R s is H, -COaH, -CONH,,, -CO^C,^ alkyl). 



-P(R 6 R 7 ) 

where R s and R 7 are each independently -OH or -OtC^C^Jalkyl.-SC^H, -SQ3(C1-C4 alkyl), tetra^olyl, -CN, 
-NH 2 ,-NHS0 2 R'S -CONHSOjR'S, whereR'S is -(C r C 6 )alkyl or-CF 3 . phenyl or phenyl substituted with -COjH 
or -C0 2 (C, -C 4 )alkyl where m is 1 -3 

R a « H, -0(C 1 -C 4 )alkyl. halo, -(C,-C 6 )alkyl, phenyl. -(C, -C 4 )alkylphenyl: phenyl substituted with -(C,-C 6 )alkyl, 
halo, or -CF 3 . -CHjOSifC, -C 6 )alkyl, furyl. thtophenyl.-fC^^hydroxyalkyl. or -(CH 2 l n R B where R« is H. 
-CONH^ -NFPRio, .cn or phenyl where PP and R'° are independently -(C r C 4 )alkyl or -phenyl(C,-C 4 )alkyl 
and n is 1 to 8. 

R 4 isH, -(C 5 -C, 4 )alkyl.-(C 3 -C, 4 )cycloalkyl. pyndyl, phenyl or phenyl substituted with -(C,-C 6 )alkyl.halo. -CF 3 ,- 
OCF 3 .-(C,-C 4 )alkoxy, -CN, -(C,-C 4 )alkylthio. phenyl(C1-C 4 ) alkyl. -(C,-C 4 ) alkylphenyl, phenyl, phenoxyor 
naphthyl. 

or a pharmaceutically acceptable racemate. solvate tautomer optical isomer, prodrug derivative or salt, thereof. 

3. A compound of formula (II) as claimed in Claim 2 wherein 

R» is-NH 2 : and 
Z is phenyl. 

4. A compound as claimed in any one of Claims 2 or 3. wherein RS is H. NH 2 , -CONH 2 , -S0 3 H, -803(0,-04) alkyl, 
tetrazolyl. -CN. -NH 2 , -NHSO^ -CONHSOjjR'S. where R'5 is (C,-C 6 ) alkyl, -CF 3 , phenyl or phenyl substituted 
with -COaH or -Co2(C,-C 4 )alkyl. 

5. A compound of formula (II) as claimed in any one of Claims 2-4 wherein R3 is halo, (C,-C 6 ) alkyl. phenyl.-fC,- 
C 4 )alkylphenyt phenyl substituted with -<C,-C 4 )alkyl. halo, or -CF 3 , -CHjOSH^-CeJalkyl. furyl, thiophenyl or (C,- 
C 6 )hydroxy alkyl. 

6. A compound of formula (II) as claimed in any one of Claims 2-6 wherein R 4 is pyridyl. phenyl substituted with (C s - 
C 6 ) alkyl -CF 3 . -CCFg. -CN. -(C,-C 4 )alkylphenyl. phenoxy or naphthyl 

7. A compound of formula (II) as claimed In any ne I Claims 2-6 whereh R 21 is selected from the group consisting 
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of hydrogen hato.-(C,-C 3 )alkyl.-(C3-C4)alkyl.-(C3-C4)cycloalkyl.-(C 3 -C4)cycloalkenyl -0(C,-C 2 )alkyl and -S(C,- 
C 2 )alkyl 

8. A compound ol formula (II) as claimed in any one of Claims 2-7 wherein R 4 is hydrogen 

9. A compound of formula (II) as claimed m any one of Claims 2-8 wherein R' is -NHg and R 2 is-0(CH 2 ) m R5 whore 
R s is -H, -C0 2 H or 



» 

"P (R 6 R 7 ), 



where R 6 and R 7 are -OH 



10. A compound ol formula (II) as claimed in any one of Claims 2-8 where R 2 is -0(CH 2 ) m R 5 where R s is -H.-C0 2 
(C,-C 4 alkyl), phenyl or phenyl substituted with -COjH or -002(0,-04 alkyl). 

11. A compound of formula (II) as claimed n any one of Claims 2-8 wherein R 2 is -OiCH 2 ) m R 5 where R 5 is 



-P (R6R 7 ) 

and R 8 and R 7 are -0(0,-04 alkyl). or when one of R 6 and R 7 is -0(C,-C 4 alkyl). the other is -OH 

12. A compound of formula (II) as claimed in any one ol Claims 2-11 where R 3 is -H. -O(C,-0 4 alkyl) or -(CH 2 ) n R e 
where n = 2 and R 8 is H or phenyl 

13. A compound of formula (II) as claimed in any one of Claims 2-11 where R 3 is H. or -O(C,-0 4 alkyl) 

14. A compound of formula (II) as claimed in any one of Claims 2-11 where R 3 is -(CH 2 ) n R a where R 8 is-NR 9 R 10 . 

II 

-CNH2 

■to or -CN wherein and R'° are -(C,-C 4 )alkyl. 

15. A compound of formula (II) as claimed in any one of Claims 2-14 where R 4 is phenyl. 

16. A compound of formula (II) as claimed in any one of Claims 2-14 where R 4 is phenyl substituted at the 2-and 6- 
■fS position of the phenyl nng with -(C,-C4)alkyl, (C,-C 4 )alkoxy. halo or phenyl 

17. A compound of formula (II) as claimed in any one of Claims 2-14 where R 4 is phenyl substituted at the 3-or 
5-position ol the phenyl ring with -(C 1 -C 4 )alkyl. -(C 1 -C 4 )alkoxy, halo or phenyl 

so 18. Acompound of formula (II) as claimed in any oneof Claims 2-14 where R 4 is -(C 6 -C 14 )alkyl or -(C 6 -C 14 )cycloalkyl 

19. A compound ol formula (II) as claimed in any one of Claims 2-18 where R s is H, -0O 2 H -COafC,^ alkyl). 

ss 



~P <R 6 R 7 ), 



BNSDCOD- <£P_peS214SA2J_> 



221 



EP 0 952 149 A2 



-NHS0 2 (C,-C 6 )alkyl. -CONHS0 2 (C,-C 6 )alkyl. letrazolyl, phenyl, or phenyl subslituted with -COgH or -CO^C,- 
C 4 alkyl) where R 6 arid R 7 are each independently -OH or -0(C,-C 4 alkyl) and m is 1 -3 

20. A compound of formula (II) as claimed in any one of Claims 2-19 where R 5 is H -C0 2 H. -C0 2 (C,-C 4 alkyl). 

I 

"P (r6r7) , 

phenyl, or phenyl substituted with-C0 2 H or 

-C0 2 (C,-C 4 alkyl) where R 6 and R 7 are each independently -OH or -0(C,-C 4 alkyl) and m is 1 -3 

21. A compound of formula (II) as claimed in any one of Claims 2-18 where R s is H. -COaH. -C0 2 (C,-C 4 alkyl). 



-P(R 6 R 7 ) 



where R* and R 7 are each independently -OH or -0(0, -C 4 )alky I: -SO3H. -S0 3 (C, -C 4 alkyl). tetrazolyl. -CN. -NH 2 . 
-NHS0 2 R'S. -CONHSOjR'S. where R<s is -(C,-C 6 )alkyl or -CF 3 . phenyl or phenyl substituted with -COj>H or -CO z 
(C,-C 4 )alkyl where m is 1 -3 

22. A compound of formula (II) as claimed in any one ol Claims 2-21 where Z is cyclohexenyl 

23. A compound of formula (II) as claimed in any one ol Claims 2-21 where Z is phenyl. 

24. A compound as claimed in any one of Claims 2-23 which is selected from the group consisting ol. 

9-benzyl-5.7-dimethoxy-1.2.a4-tetrahydrocarbazole-4-carboxylic acid hydrazide. 
9-benzyl-57-dimethoxy-1.2.3.4-tetrahydrc<arbazole-4-carbo)(amide: 
[9-ber«yl-4-(»rbamoyl-7-metlioxy-l.2,3.4-tetrahydrocart)azol-5-yl]oxyacetic acid sodium sail 
(9-benzyl-4-carbamoyl-7-methoxycarbazol-5-yl]oxyaceticacid. 
methyl [9-benzyl-4-carbamoyl-7-methoxycarbazof-5-ylJoxyac9lic acid; 
9-benzyl-7-rTWthoxy-5-cyanomemyloxy-V2,3.4-tetrahydrocarbazole-4-carboxarnide. 
9-benzyl-7-methoxy-5-(1 H-tetrazol-5-yl-methylloxy)- 1,2.3, 44etrahydrocarbazole-4-carboxamide. 
(9-{(phenyt)methyl]-5-cart>amoyl-2-methyl-carbazol-4-yl)oxyacetic acid- 
{9-t(3-flucrophenyl)methyl]-5-can^moyl-2-memyl-carbazol-4-yl)oxyace tic acid. 
{9-{(3-methylphenyl)methyl]-5-carbanrKiyl-2HTiemyl-cart)azol-4-yl|oxyacetic acid. 
{9-{(phenyl)methyll-5-<»rbamoyl-2-(44rifluorcme^ 

9-benzyl-5-(2-methanesulfc*iamick3)ethyloxy-7-methoxy-1,2.3,4-tetrahydrocarba2ote 

9-benzyM-(2-metha^esulfonamick5)ethyloxy-2-methoxycarbazole-5-cartx)xamide: 

9-benzyM-(2-trifluoromethanesulfonamido)ethyloxy-2-memoxycamazole-5-carboxamide: 

9-benzyl-5-methanesulfonamidoylmethyloxy-7-methoxy-1.2.3,4-tetrahydrrc^ 

9-benzyl-4-methanesulfc^amidoylmethyloxy-carbazole-S-carboxamide. 

[5-carbamoyl-2-pentyl-9-(phenylmethyl)carbazol-4-ylJoxyaceticacid. 

[5-carbamoyf-2-(1-metnylethyl)-9-(phenylm8thyl)carbazol-4-ylloxyacetic acid. 

[5-(»rt)amoy1-9-(ptonylmethyl)-2-[(tri(-l-meW 

[5-(Mrban^l-2-phenyl-9-(phenylmethyl)carbazoM-yl]oxyacetic acid[S-carbamoyl-2-(4-chlorophenyl)-9- 
(phenylmethyl)carbazol-4-yl]oxyacetic acid. 

[5-cart3arrrayl-2-(2-furyl)-9-(phenylmemyl)cart)azol-4-ylk>xyaceticacid. 

[5-carbamoyl-9-(phenylmethyl)-2-l(tri(-1 -methylethyl)silyl)oxymethyllcarbazol-4-yl|oxyacetic acid, lithium salt. 
{94(2-Fluorophenyl)methyl]-5-carrjamoylcarbazol-4-yl)oxyaceticacid: 
{9-J(2-trifluorc^ethylphenyl)methyl]-5-carb^cylcart)azc4-4-yl)oxyacetic acid: 
{9-{(2-benzylphenyl)methylJ-5Harbamoylcarbazol-4-yl|oxyacetic acid; 
{9-{(1 -naphthyl)msthyl]-5-carbamoy lcarbazol-4-yl}oxyacetic acid. 
(91(2-cyanor^enyl)methyl]-5-cartarrK>ylcarbaz l-4-yl|oxyacetc acid; 
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{9-|(3-cyanoph nyl)melhylJ-5-carbamoylcarbairol-4-yl}oxyacetic acid 
{9-|(3.5-dimethylphenyl)methyl|-5-caibamoylcarbazol-4-yl|oxyacelic ac«J- 
{9-|(3-iodophenyl)methylJ-5-carbamoylcatbazol-4-ylJoxyaceticacid: 
(9-|(2-Chlorophenyl)melhyl)-5-carbamoylcarbazol-4-yl}oxyaceIic acid 
{9-|(2,3-difluorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacelicacid 
{9-|(2.6-difluorophonyl)melhyl]-5-carbamoylcarbazol-4-yl|oxyacetc acid 
(9-|(2.6-dichlorophenyl)methylJ-5-carbamoylcarba2ol-4-yl)oxyacetic acid 
{94(2-biphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyaceticacid 
{94(2-Biphenyl)methyl]-5<arbamoylcarbazol-4-yl)oxyaceticaad: 
{9-{ (2-Bipheny l)methyl ]-5-carbamoylcarbazol-4-yl (oxyacetic acid 
[9-Benzyl-4-carbamoyl-1 2.3.4-tetrahydrocarbaole-5-yl]oxyacetic acid 
{9-|(2-Pyridyl)methyl]-5-carbamoylcarbazoW-yl}oxyacetcacid: 
{9-[(3-Pyridyl)melhyl]-5-carbamoylcarbazol-4-yl}oxyacetcacid- 
[9-benzyl-4-carbamoyl-8-melhyl-1 .2. 3.4-tetrahydrocarbazol-5-yl|oxyacetic acid 
1 9-benzy l-5-carbamoyl-l-methy lcarbazol-4-y IJoxyacetic acid. 
[9-benzyl-4-carbamoyl-8-nuoro- 1 ,2 3 4-teirahydrocarbazol-5-yl]oxyacetic acid 
[9-benzyl-4-carbamoyl-8-chloro-1 2 3,4-tetrahydrocarbazol-5-yl]oxyacetic acid 
5-carbamoyl-9-(phenylmethyD-2-[[(propen-3-yl)oxylmelhyllcarbazol-4-yl|oxyacetic acid 
[5-carbamoyl-9-(phenylmethyl)-2-i(propyloxy)methyl]carbazol-4-yl|oxyacelB acid. 
9-benzyl-7-methoxy-5-((carboxamidomethyl)oxy)-1 2.3,4-tetrahydrocarbazole-4-carboxamide 
9-benzyt-7-methoxy-5-cyanomethyloxy-carbazole-4-carboxamide 
9-benzyl-7-methoxy-5-((1H-tetrazol-5-yl-melhyl)oxy)-carbazole-4<arboxamid9 
9-benzyl-7-methoxy-5-{(carboxamidomelhyl)oxy)-carbazole-4-cafboxatT)ide and 
|9-Benzyl-4-carbamoyl-i 2.3 4-tetrahydrocarbaole-5-yl)oxyacetic acid 

or a pharmaceutical^ acceptable racemate, solvate, tautomer optical isomer prodrug derivative or salt thereof 
25. A compound of any one ol Claims 2-23 which is selecled Irom the group consisting ol 

{9-{(phenyl)methyl]-5-carbamoyl-2-methyl-carbazol-4-yl|oxyaceticacid: 

J9-{(3-lluorophenyl)methyl]-5-carbanTOyl-2-methyl-carbazol-4-yl}oxyaceticacid. 

{94(3-methylphenylimethyl]-5-carbamoyl-2-methyl-carbazol-4-ylJoxyaceticacid 

|9-|(phenyl)methyll-5-carbamoyl-2-(4-trifluoromethylphenyl)-carbazol-4-yl|oxyacsticacid 

9-benzyl-5-(2^ethanesurfc<iamido)ethyloxy-7^ethoxy-l.2.3.4tetrahydrocarbazole-4-carboxamide. 

9-benzyl-4-(2-melhanesulfonamido)ethyloxy-2-methoxycarbazole-5-carboxamide. 

9-benzyl-4-(24rifluoromethanesulfonamido)ethyloxy-2-methoxycarbazole-5-carboxamide 

9-benzyl-5-methanesulfOTamidoylmethyloxy-7-methoxy-l.2.3.4-tetrahydrocarbazole-4-carboxamide 

9-benzyl-4-methanesulfonamidoylmethyloxy-carbazole-5-carboxamide 

[5-carbamoyl-2-pentyl-9-(phenylmethyl)carbazol-4-yl)oxyaceticacid 

[5-carbamoyl-2-( 1 -methylethyl)-9-(phenylmethyl)carbazol-4-ylloxyacetic acid. 

[5^arbamoyl-9-(r^enylmethyl)-2-[(tri(-1-methylethyl)silyl)oxymethylJcarbazoM-ylloxyaceticacid 

[5-carbamoyl-2-phenyl-9-(phenylmethyl)carbazol-4-yl]oxyacetic ackJ[5-carbamoyl-2-(4-chlorophenyl)-9- 

(phenylmethyl)carbazol-4-yl|oxyaceticacid 

|5-carbamoyl-2-(2-furyl)-9-(phenylmethyltearoazol-4-yl]oxyaceticacid. 

[5-^rbamoyl-9-(phenylmethyl)-2-[(tri(-i-methylethyl)silyl)oxymethylJcarbazol-4-yl|oxyacetic acid, lithium salt 
(9-[ Phenyl)methyl]-S-carbamoylcarbazol-4-yl}oxyacetK: acid. 
^9^(3-nuoropheny^)methylj-5-carbamoylcarbazol-4-yl^oxyacetlc acid: 

(3-phenoxyphenyl)methylJ-5-carbamoy lcarbazol-4-yl}oxyacetic acid: 
{9-J(2-Fluorophenyl)methyl|-5-carbamoylcarbazol-4-ylJoxyacelicacid 
(9-[(2-trifluoromethylphenyl)methyl]-5<arbamoylcarbazol-4-ylloxyacetcacxl: 
|9-|(2-benzylphenyl)methyl]-5<arbarnoylcarbazol-4-ylJoxyacetic acid; 
{9K(3-tnfluorcfflethylphenyl)methyl]-5Karbamoylcarbazol-4-ylJoxyaceticacid. 
{94(1 -naphthyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid. 
(94(2^yanophenyl)methyl)^<arbamoylcarbaiol-4-yl}oxyaceticacid 
(9^(3-cyanophenyl)methyl]-5-Mrbamoylcarbazol-4-yl}oxyaceticacid. 
(9-| (2-methylphenyl)methy l|-5-cart>amoy tearbazol -4-yi joxyacetic acid 
{94(3-methylphenyl)memylj-5-carbarnoylcarba2ol-4-yl)oxyacetic acid, 
{9-[(3 5-dimethylphenyl)methylJ-5-carbamoylcarbazol-4-yl)oxyac9tic acid. 
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(9-((3-iodophenyl)methyl]-5-carbamoylcarba^o!-4-yl}oxyac tic acid. 
j94(2-Chlorophenyl)melhyl)-5-carbamoylcarbazol-4-yl)oxyacoticacid. 
(9-{(2, 3-difluoropheny l)methyl)-5-cart>amoylcarbazol-4-yl}oxyacetic acid: 
{9^(2,6^ifluorc^henyl)rnethylj-5-carbamoylcarfoa2ol-4-yl|oxyacetic acid: 

s (94(2,6Klichlorophefiyl)methylj-5-cafbamoylcafbazol-4-yl}oxyacetic acid. 

{9^(3-tnnuoromethoxyphenyl)methyl]-5^rbamoylcart)azol-4-ylloxyacelic acid. 
{9-{(2-b iphenyUma thy IJ-S-carbamoylcarbazoM-ylJoxyace tic acid. 
{9-{(2-Biphenyl)methyl)-5-carbamoylcarba2ol-4-yl}oxyaceticacid: 
the {9-{(2-Biphenyl)methyi]-5-carbamoylcarbazol-4-yl}oxyacotic acid: 

10 [9-Benzyl-4-carbamoyl-1 2.3,4-tetrahydrocarbaole-5-yftoxyacetic acid. 

(9-{(2-Pyridyl)methyl]-5-cart)amoylcarba7ol-4-yl}oxyacGticacid: 
{9^(3-Pyridyl)n1ethylJ•5-cart)amoylcartJazol-4•yl|oxyacotlcacld: 
[9-benzyM-carbamoyl-8-mBthyl-1 2,3.4-tetrahydrocarbazol-5-yl]oxyacetic acid. 
[9-benzyl-5-carbamoyl- 1 -methylcarbazol-4-y Ijoxyacet ic acid. 

,s [9-benzyl-4-carbamoyl-a-fluoro-1,2,3.4-tGtrahydrocarbazol-5-ylloxyacetic acid: 

[9-benzyl-5-carbamoyl-1 -fluorocarbazol-4-yl]oxyacGtic acid. 
[9-benzyl-4-cartjamoyl-8-chloro-l 2.3,4-tetrahydrccarbazol-5-yl]oxyacetic acid: 
[9-benzyl-5-carbamoyH-chlorocarbazoM-yl]oxyacetic acid: 
[9^(Cyclohexyl)methyl)-5-carbarnoylcarbazo»-4-yl]oxyaceticacid. 

20 [9-{ Cyclopentyl)methyl]-5<arbamoylcart)a2ol-4-yl]oxyacetic acid 

5-carbamoyl-9-(phenylmethyl)-21[(propen-3-yl)o]^^ 

[5H»rbarrK>yl-9-(phenylmemyl)-2-[(prop^ acid: 
9-benzyl-7-mGmoxy-5-((carboxami*xriethyl)oxy)-1,2^^^ 
9-banzyl-7-rnGthoxy-5-cyanornethyloxy-carbazolG-4-carboxannid6: 
9-benzyl-7-nriGthoxy-5-(( 1 H-tet razol-5-yl-methy l)oxy )-cart>azole-4-carboxamide: 
9-berizyl-7-nrethoxy-5-((cart30xamidomethyl)oxy)-carbazolG-4-cart)oxamide. and 
[9-Benzyl-4-carbamoyl-i ,2,3,4-tatrahydrocarbaole-5-yl]oxyacetic acid 
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or a pharmaceutical^ acceptable racemate, solvate, tautomer, optical isomer prodrug derivative or salt, thereof 

26. A compound as claimed in any one of Claims 1 -23 wherein the prodrug derivative is a methyl, ethyl, propyl, iso- 
propyl. butyl, morpholinoethyl or diethylglycolamide ester. 

27. A pharmaceutical formulation comprising a compound of formula I as claimed in any one of Claims 1-23 together 
as with a pharmaceutical^ acceptable carrier or diluent therefor 

28. A pharmaceutical formulation adapted for the treatment of a condition associated with inhibiting sPLAj. containing 
a compound of formula I as claimed in any one of Claims 1 -23 together with a pharmaceutical^ acceptable carrier 
or diluent therefor 



40 



29. A method of selectively inhbiting sPLAa in a mammal in need of such treatment comprising administering to said 
mammal a therapeutically effective amount of a compound of formula (I ) 




BNBOOCID: «£P__£SS214SA2JL> 
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wherein. 



Z is cyclohexenyl. or phenyl. 

R»> b selected from groups (a), (b) and (c) where. 

s 

(a) is-(C5-C20)alkyl.-{C5-C20)alkenyl.-(C5-C20)alkyr»yl, carbocyclic radicals, or heterocyclic radicals, or 

(b) is a member of (a) substituted with one or more independently selected non-interfering substituents or 



10 (c) is the group -(L)-R 80 where (L)-is a divalent linking group of 1 to 12 atoms selected from carbon, 

hydrogen, oxygen, nitrogen, and sullur. wherein the combination of atoms in -(!_)• are selected from the 
group consisting of (i) carbon and hydrogen only, (li) one sulfur only, (m) one oxygen only, (rv) one or two 
nitrogen and hydrogen only, (v) carbon, hydrogen, and one sulfur only, and (vi) an carbon, hydrogen and 
oxygen only, and where R 80 is a group selected from (a) or (b). 

is 

R 2 ' is a non-interfering substituent where f is 1-3. 
R 1 is -NHNH 2 .-NH 2 . or -CONH 2 . 

R 2 " is selected from the group consisting of -OH, and -OfCH 2 ),R s ' where 



20 R5' is H, -CN. -NH 2 . -CONH 2 . -CONROR 10 -NHS02R ,5 :-CONHS0 2 R ,s , where R'S is -((VCsJalkyl or -CF 3 . 

phenyl or phenyl substituted with -C0 2 H or -C0 2 (C 1 -C 4 )alkyl. and -(L a )-(acidic group), wheren -(1^)- is 
an acid linker having an acid linker length of 1 lo 7 and t is 1 -5 

R 3 ' is selected from non-interfering substituent, carbocyclic radicals, carbocyclic radicals substituted with non- 
25 interfering substituents. heterocyclic radicals, and heterocyclic radicals substituted with non-interfering sub- 
stituents: 



or a pharmaceutical^ acceptable racemate. solvate, tautomer. optical isomer, prodrug denvative or salt, 
thereof. 

30 

30. A method of selectively inhibiting sPL^ in a mammal in need of such treatment comprising administering to said 
mammal a therapeutically effective amount of a compound of formula (II) 



40 




(ID 



wherein 

R 1 is -NHNH 2 . or -NH 2 : 

R 2 is selected from the group consisting of -OH and -0(CH 2 ) ra R 5 where R 5 is H. -C0 2 H, -CONhfe. -C0 2 (C 1 - 
C 4 alkyl) 



55 -?(R'R 7 ) 

r 

where R 6 and R 7 are each independently -OH or -0(C,-C 4 )alkyl:-S0 3 H, -SOjfCi -C4 alkyl). letraaolyL -CN, 



8NSCOCID: <Ef>_(»52MSAJJL. 
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-NH 2 ,-NHS0 2 R'S. -coNHSOgR'S. wh r Ris is -(C r C 6 )alkylor-CF 3 . phenyl r phenyl substituted with -CQaH 
or-C0 2 (C r C 4 )alkyl where m is 1 -3, 

R 3 is H, -0(C,-C 4 )alKyl. halo. -(C,-C e )alkyl. phenyl, -(C,-^) alkylphenyl: phenyl substituted with -(Cj-CeJalkyl, 
halo or -CF 3 . -CH 2 OSi(C r C 6 ) alkyl, turyl thiophenyl.-(C,-C 6 )h'ydroxyalkyl or -(CH^R* where R<» is H. 
-CONH 2 . -NRSR 1 ", -CN or phenyl where FT 3 and R'° are independently -(C,-C 4 )alkyl or -phenyl(C,-C 4 )alkyl 
and n is 1 to 8' 

R 4 is H, - (C 5 -C, 4 ) alkyl, -(C 3 -C 14 )cycloalkyl. pyridyl. phenyl or phenyl substituted with -(C,-C 6 )alkyl, halo, 
-CF 3 ,-OCF 3 ,-(C 1 -C 4 )alkoxy, -CN -(C,-C 4 )alkylthio, phenyl(C1-C 4 ) alkyl. -(C,-C 4 )alkylphenyl. phenyl, phenoxy 
or naphthyl. 

Z 13 cyclohexenyl. or phenyl, 
or a pharmaceutical^ acceptable racamate. solvate, tautomer. optical isomer, prodrug derivative or salt, thereof 

31. A method as claimed n any one ol Claims 29 or 30 wherein the mammal is a human 

32. A method of alleviating the pathological effects of sPLAg related diseases which compnses administering to a 
mammal in need of such treatment a compound of formula I as claimed in any one of Claims 1-23 in an amount 
sufficient to inhibit sPLA2 mediated release of fatty acid and to thereby inhibit or prevent the arachidonic acid 
cascade and its deleterious products 

33. The use of a compound as claimed in any one of Claims 1«23 for the manufacture of a medicament for alleviating 
the pathological effects of sPLAj related diseases which comprises administering to a mammal in need of such 
treatment a compound of formula I 

34. A method of inhibiting sPLA 2 which comprises contacting the sPLAa with a compound as claimed in any one ol 
Claims 1-23 

35. A method of treating sepsis, septic shock, rheumatoid arthritis, osteoarthritis, stroke, apoptosis. asthma, chronic 
bronchitis, acute bronchitis, cystic fibrosis inflammatory bowel disease, or pancreatitis which comprises admins- 
terng to a subject m need of such treatment, a therapeutically effective amount of a compound of formula I 



(R 21 ) f 



(I) 

wherein: 

Z is cyclohexenyl. or phenyl, 

R 20 is selected from groups (a), (b) and (c) where; 

(a) is-(C5-C20)alkyL-(C5-CaO)alkenyl.-(C5-C20)alkynyl. carbocyclic radicals, or heterocyclic radicals, or 

(b) is a member of (a) substituted with one or more independently selected non-interfering substituents. or 

(c) is th group -(L)-R M . where. (L)-is a divalent linking group of 1 to 12 atoms selected from carbon, 
hydrogen, oxygen, nitrogen, and sulfur; wh rein the combination of atoms *\ -<L)- are selected from the 
gr up consisting of (I) carbon and hydrogen only, (II) one sulfur only. (Hi) one xygen only, (iv) on r two 
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nitrogen and hydrogen only, (v) carbon, hydrogen, and one sulfur only, and (vi) an carbon hydrogen and 
oxygen only and where R 80 is a group selected from (a) or (b) 

R 2 ' is a nonnnterfering substituent where f is 1-3. 
R' is -NHNH 2 .-NH 2 or -CONH 2 : 

R 2 " is selected from the group consisting of -OH. and -0(CH,) | R5' where 

R 5 'isH. -CN, -NH 2 . -CONH 2 . -CONR9Ri°-NHS0 2 R ,s -CONHSOjjR'S. where R ,5 is-(C r C 6 )alkylor-CF3: 
phenyl or phenyl substituted with -CO z H or -C0 2 (C,-C 4 )alkyl. and -(L a )-(acidic group), wherein -(L a )- is 
an acid linker having an acid linker length of 1 to 7 and 1 is 1-5 

R 3 ' is selected from non-mterfermg substituent. carbocyclic radicals, carbocyclic radicals substituted with non- 
interfenng substituents. heterocyclic radicals, and heterocyclic radicals substituted with non-interfering sub- 
strtuents 

or a pharmaceutical^ acceptable racemate. solvate, tautomer optical isomer, prodrug derivative or salt, thereof 

36. A method of treating sepsis, septic shock rheumatoid arthritis, osteoarthntis. stroke, apoptosts asthma chronic 
bronchitis acute bronchitis cystic fibrosis inflammatory bowel disease, or pancreatitis which compnses adminis- 
tering to a subject in need of such treatment, a Iherapeutically effective amount of a compound of formula II 




Z is cyclohexenyl. or phenyl, 

R 2 ' is a nonnnterfering substituent. 

R1 is -NHNH 2 or -NH 2 : 

R 2 is selected from the group consisting of -OH and -0(CH 2 ) m R 5 where 
R s is H. -COjH, -CONHjj, -C0 2 (C,-C 4 alkyl): 



-P(R«R 7 ) 



where R 6 and R 7 are each independently -OH or -OfCVCJalkyl.-SOjH. -SOjfCl -C4 alkyl). tetrazolyl. -CN. 
-NH 2 .-NHS0 2 R' s -CONHSOgR'S where R'S is -(C, -C 8 )alkyl or-CF 3 , phenyl or phenyl substituted with -COjH 
or-C0 2 (C,-C 4 )alkyl where m is 1 -3: 

R3 is H. -0(C,-C 4 )alkyl, hakJ.-(C r C 6 )alkyl, phenyl, -(C,-C 4 )alkylphenyl, phenyl substituted wrih -(C,-C 6 )alkyl. 
halo or -CF3, -CHjOSitC^eialkyl, furyl. thophenyl.-tC^eJhydroxyalkyt: or -(CHjInRS where FP is H. 
-CONH 2 -NR 9 R'° -CN or phenyl where R 9 and R 10 are independently -(C,-C 4 )alkyl or -phenyliC t -C 4 )alkyl 
and n is 1 to 8. 

R* is H -(C s -C 14 )alkyl, ^C3-C 14 )cycloalkyl. pyrKJyl. phenyl or phenyl substituted with -(C,-C 6 )alkyl. halo. 
-CF 3 -OCF 3 .-(C,-C 4 )alkoxy, -CN.-(C,-C 4 )alkylthio, phenyl(Cl-C 4 )alkyl, -(C,-C 4 )alkylphenyl. phenyl, phenoxy 
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or naphthyl. 

or a pharmaceutical^ acceptable racemate. solvate tautomer. optical isomer, prodrug derivative or salt, thereof 

37. A method as claimed in any one of Claims 30-31 of alleviating the pathological effects of sepsis, septic shock, 
adult respiratory distress syndrome pancreatitis, trauma-induced shock, bronchial asthma allergic rhinitis, rheu- 
matoid arthritis, cystic fibrosis, stroke, acute bronchitis, chronic bronchitis, acute bronchiolitis chronic bronchiolitis, 
osteoarthritis, gout, spondylarthropathris. ankylosing spondylitis. Rotter's syndrome, psonatic arthropathy, enter- 
apathrc spondylitis, Juvenile arthropathy or juvenile ankylosing spondylitis Reactive arthropathy, infectious or 
post-infectious arthritis, gonococcal arthritis. Tuberculous arthritis, viral arthritis, lungal arthntis. syphilitic arthritis. 
Lyme disease, arthntis associated with "Vasculitic syndromes' polyarteritis nodosa, hypersensitivity vasculitis. 
Luegenec's granulomatosis, polymyalgm rheumatica. joint cell arteritis calcium crystal deposition arthropathns. 
pseudo gout non-articular rheumatism, bursitis, tenosynomitis. epicondylitis (tennis elbow), carpal tunnel syn- 
drome, repetitive use injury (typing), miscellaneous forms of arthritis, neuropathic joint disease (charco and |oint), 
hemarthrosis (hemarthrosic). Henoch-Schonlein Purpura, hypertrophic osteoarthropathy, multicentric reticulohis- 
tiocytosis. arthntis associated with certain diseases surcoilosis, hemochromatosis, sickle cell disease and other 
hemoglobinopathries, hyperlipoproteineimia, hypogammaglobulinemia hyperparathyroidism, acromegaly, familial 
Mediterranean fever, Behat"s Disease, systemic lupus erythrematosis. or relapsing polychondritis, and related 
diseases which comprises administering to a mammal in need of such treatment a therapeutically effective amount 
of a compound of formula II. 

38. A compound of the formula 




wherein 

PG is an acid protecting group 
R 21 is a non-interfering substituent. 
R' 2 isHorCH 2 R < where 

R 4 is H, -(C s -C 14 )alkyl,-(C3-C 14 )cycloalkyl. pyndyl. phenyl or phenyl substituted with Irom 1-5 substituents 
selected from the group consisting of -(C,-C 6 )alkyl. halo -CF 3 . -OCF 3 . -(C,-C 4 )alkoxy, -CN. -(C,-C 4 )alkylthio. 
phenyl (C,-C 4 )alkyl. -(C,-C 4 )alkylphenyl. phenyl, phenoxy. -OR 9 : where R 9 and R'° are independently hydro- 
gen. -CF 3 . phenyl.-{C 1 -C 4 )alky1,-(C 1 -C 4 )alkylphenyl or -phenyl(C,-C 4 )alkyl. tetrazole. tetrazole substituted 
with -(C,-C 4 )alkyl or -(C,-C 4 )alkylphenyl: or naphthyl: 

R 3 (a) is H. -0(C,-C 4 )alky1, halo, -(C,-C 6 )alkyl. phenyl, -(C,-C 4 )alkylphenyl. phenyl substituted with-CC,-^) 
alkyl, halo or -CF 3 ; -CH20Si(C,-C 6 )alkyl. furyl. thwphenyl.-{C 1 -C 6 )hydroxyalkyl,-(C 1 -C 6 )alkoxy(C 1 -C 6 )alkyl. 
-(C^eJalkoxytC^eJalkenyl. or -(CH 2 ) n R8 where R 8 is H.-NFPR'O. -CN or phenyl where R 9 and R 10 are 
independently hydrogen. -CF 3 , phenyl. -(C,-C 4 )alkyl, -(C^^alkylphenylor-phenyUCj-C^lkylandnisI to8: 
Z is cyctohexenyl or phenyl, and 
X is halo. 

39. A compound of formula 
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XVIII 



'5 where PG is an acid protecting group 



R 2 ' is a non-interfermg substituent and 

R 3 (a) is H. -0(C,-C 4 )alkyl halo -(C,-C 6 )alkyl. phenyl -(C,-C 4 )alkylphenyl. phenyl substituted with-(C,-C 6 ) 
alkyl. halo or -CF 3 . -CH 2 OSi(C r C 6 ) alkyl, furyl. thiophenyl. -(C,-C 6 )hydroxyalkyl. -(C,-C 6 )alkoxy(C 1 -C 6 ) 
20 alkyl -{C,-C 6 )alkoxy(C 1 -C 6 )alkenyl ; or -(CHalnR 8 where R 8 s H. -NR ? R , ° -CN or phenyl where R 9 and R 10 

are independently hydrogen. -CF 3 . phenyl. •(C 1 -C 4 )alkyl,-(C 1 -C 4 )alkylphenyl or -phenyl (C,-C 4 )alkyl and n is 
1 to 8 

40. A compound ol the formula (IV) 

2S 



x 



35 



ss 




(IV) 



PG is an acid protecting group 
■w R2i is a non-interfering substituent 

R>2 is H or CH 2 FH where 

R 4 is H. -(C s -C 14 )alkyl. -<C 3 -C 14 ) cycloalkyl, pyndyl. phenyl or phenyl substituted with from 1-5 substituents 
selected from the group consisting of -(C,-C 6 )alkyl. halo. -CF 3 -OCF 3 . -(C,-C 4 )alkoxy -CN. -(C,-C 4 )alkylthio 
phenyl (C1 -C 4 )alkyl. -(C,-C 4 )alkylphenyl phenyl, phenoxy, -OR 9 , where R 9 and R'° are independently hydro- 
ps gen. -CF 3 phenyl -(C,-C 4 )alkyl.-(C 1 -C 4 )alkylphenyl or -phenyl (C 1 -C 4 )alkyl tetrazole: tetrazole substituted 
with -(C,-C 4 )alkyl or -(C,-C 4 )alkylphenyl or naphthyl. 

R 3 (a) is H. -OfCvC^alkyl. halo. -(C,-C 6 )alkyl, phenyl -(C,-C 4 )alkylphenyl phenyl substituted with-/C,-C 6 ) 
alkyl. haloor-CF 3 -Cf-yDSifC^CgJalkyl. furyl. thkjphenyl,-(,C,-C 6 )hydroxyalkyl, -(C,-C 6 )alkoxy(C 1 -C 6 )alkyl, 
-<C,-C 6 )alkoxyl(C t -C 6 )alkenyl: or -(CHa^R 8 where R 8 is H,-NR 9 R'°. -CN or phenyl where R 9 and R 10 are 
so independently hydrogen. -CF 3 . phenyl. -(C,-C 4 )alkyl,-(C 1 -C 4 )alkylphenylor-phenyl(C 1 -C 4 )alkylandn is 1 to8. 

R" is -OH =0. -0(C,-C4)alkyl or -0(CH 2 )R ,s , where R 1S is-COjR 16 . -SOjRi*. P(0)(OR ,6 )2 or -P(0)(OR 16 ) 
H, where R 1 6 is an acid protecting group . and 



A and Z are each independently phenyl or cyclohexenyl provided that A and Z cannot both be phenyl 
41. A process of prepanng compounds of formula II 



BNSOOCO: <EP__09S214«A2_L> 



229 



EP 0 952 149 A2 




Z is cyclohexenyl, or phenyl, 

R 21 is a non-interfering substituent. 

R 1 is -NHNH 2 or -NH 2 ; 

R 2 is selected from the group consisting of -OH, -0(CH 2 ) m R 5 where 
RS is H, -C0 2 H, -C02(C,-C 4 alkyl). 



25 -P(R«R 7 J 

/ 



where R 6 and R 7 are each independently -OH or -0(C,-C 4 )alkyl. -S0 3 H.-S03(C1-C4 alkyl). tetrazolyf, -CN, 
-NH 2 . -NHS02R 15 .-CONHS0 2 R ,s , where R 15 is -(C 1 -C 6 )alkyl or -CF 3 , phenyl or phenyl substituted with -CO>H 
30 or -C0 2 (C,-C 4 )alkyl where mis 1-3: 

R 3 is H, -0(C,-C 4 )alkyl, halo, -(C^CgJalkyl. phenyl. -<C r C 4 )alkylphenyl; phenyl substituted with -(C,-C 6 )alkyl. 
halo, or -CF 3 . -CH20Si(C,-C 6 )alkyl, furyl, thiophenyl.-(C 1 -C 6 )hydroxyalkyl. or (CH 2 ) n R6 where R 8 is H. 
-CONH 2 -NR 9 R 10 . -CN or phenyl where R 9 and R 10 are independently -(C,-C 4 )alkyl or -phenyl! C,-C 4 )alkyl 
and n le 1 to 8: 

35 R 4 is H -(C s -C, 4 )alkyl. -(C 3 -C 14 )cycloalkyl. pyrtdyl, phenyl or phenyl substituted with-(C,-C 6 )alkyl, halo. 

-CF 3 ,-OCF 3 ,-{C, -C 4 )alkoxy. -CN,-(C,-C4)alkylthio. phenyl(C1 -C 4 )alkyl. -(C,-C 4 )alkylphenyl. phenyl, phenoxy 
or naphthyl, 

or a pharmaceutical^ acceptable racemate, solvate, tautomer. optical isomer, prodrug derivative or sat. thereof 

40 

a) estenfymg a compound of formula XVI 



45 



so 




(XVI) 



where X is halo: 

t form a compound of formula XV 
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(XV) 



b)reducing a compound of formula XV to form a compound of formula XIV 



20 




(XIV) 



where PG is an acid protecting group 
c) condensing a compound of formula XIV with a compound of formula XIII 



30 



35 




(XIII) 



where R 3 (a) is H, -0(C t -C 4 )alkyl halo.-(C, -C 6 )alkyl. phenyl. - (C r C 4 )alkylphenyl: phenyl substituted with -(C,- 
C 8 )alkyl. halo or -CF 3 : -CHaOSKC, -C 6 )alkyl. luryl. thiophenyl. -(C,-C 6 )hydroxyalkyl. or -{CH^R 8 where R 8 is 
-w H. -NR 9 R'°. -CN or phenyl where R 9 and R'° are mdependently-'C^^alkyl or -phenyl(C,-C 4 )alkyl and n is 

1 to 3 

to form a compound of formula XII 




(XII) 



ss d) cyclizmg a compound of formula XII 

to form a compound of formula VI 



BNSDOOD: <£P_<jeSai«A2J_> 
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w 



.OPG 




31a) 



(XI) 



is 



20 



25 



e) alkylating a compound of formula XI 

with an alkylating agent of the formula XChyR 4 , where X is halo to form a compound ol formula X 



3 a 




30 



1) dehydrogenating a compound of formula X 
to form a compound of formula IX 



35 



40 




3111 



(IX) 



4S 



g) aminating a compound of formula IX 
to form a compound of formula VIII 



so 



ss 




3UI 



(VIII) 



232 

BNSDOCtD: «EP_PSS21 «SAgJ_> 



EP 0 952 149 A2 

h) alkylating a compound of formula VIII with an alkylating agent ol formula XCH 2 R ,S wher X is halo and R 15 
is -CO2R 16 -S0 3 R ,B . -P(O) (OR ,6 )a. 01 -P(O)(0R 16 )H wheie R' 6 is an acid protecting group to loim a com- 
pound of formula VII 



to 



is 




Hi) 



(VII) 



20 



2S 



30 



3S 



1) optionally hydrolyzmg a compound of formula VII to form a compound of formula I and optionally salifying a 
compound of formula I. 

42. A process for preparing compounds of formula (II). 

,2 




(II) 



wherein: 



40 



4S 



Z is cyclohexenyl. or phenyl. 

R 2 ' is a non-interfenng substituent 

R' is -NHNH a or -NH 2 . 

R 2 is selected from the group consisting of -OH and -0(CH 2 | m R 5 where 
R 5 is H. -COjH. -CONHj. -C0 2 (C, -C 4 alkyl). 



9 



-P(R«R 7 ) 



so 



ss 



where R 6 and R 7 are each independently -OH or -0(C t -C 4 )alkyl:-S03H. -SO^Cl -C4 alkyl). tetrazolyL -CN. 
-NH 2 .-NHS02R 1S . -CONHS0 2 R'S, where Ris is -(C^sJalkylor-CFa. phenyl or phenyl substituted with -CO,H 
or-C0 2 (C,-C 4 )alkyl where m is 1-3. 

R 3 is H -0(C,-C 4 )alkyl. halo. -{C,-C 6 )alkyl, phenyl. -(C,-C 4 )alkylphenyl. phenyl substituted with -(C,-C 6 )alkyl. 
halo, or -CF 3 . -CH20Si(C,-C 6 )alkyl. furyl. thophenyl.-(C,-C 6 )hydroxyalkyl: or -(CH 2 ) n R6 where R« is H, 
-CONHj, -NR 9 R'° -CN or phenyl where R 9 and R 10 are independenlly -(C t -C 4 )alkyl or -phenylfC,-C 4 )alkyl 
and n is 1 1 8. 

R 4 is H. -(C s -C l4 )alkyl. -(C 3 -C, 4 )cycloalkyl, pyndyl, phenyl r phenyl substituted with -(C,-C 6 )alkyl. halo. 
-CF3.-OCF 3 ,-(C 1 -C 4 )alkoxy,-CN.-(C 1 -C 4 )alkylthi . phenyl(C1-C 4 )alkyl. -(C,-C 4 )alkylphenyl ph nyl.phenoxy 
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or naphlhyl 



or a pharmaceutical^ acceptable racemate. solvate tautomer. optical isomer, prodrug derivative or salt. 
Ihereol vyhich process comprises the steps ol 

a) esterifyng a compound o! formula XVI 



0^ ^OH 



to 



)5 




20 



XVI 



where X is halo to form a compound of formula XV 



25 



30 



35 




XV 



40 



45 



SO 



where PG is an acid protecting group. 

b) condensing a compound of formula XV with a compound of formula XVII 



(HO) 



R 3 (a) 



XVII 



to form a compound of formula XVIII 



55 
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10 




.,0 R 3 (a> 



(5 



XVIII 

c) cyclizing a compound ol formula XVIII to form a compound of formula XIX 



20 



25 



0^ ^OPG 




00 



XIX 



35 



d) alkylating a compound of formula XIX with an alkylating agent of the formula XCH 2 R«. where X is halo, to 
form a compound of formula XX 



40 



45 




! 2 R 4 R 3 (a > 



so 



XX 



e) dealkylating a compound of formula XX to form a compound of formula IX 



55 
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w 



CH 2 R 4 R 3 (a) 



15 



IX 

f) aminating compound of formula IX to form a compound of formula VIII 



20 



25 




CH 2 R 4 



R 3 (a) 



30 



VIII 



as 



g) alkylating a compound of formula VIII with an alkylating agent of formula XCHaR'S. where X is halo and 
R'S is -COjRie. -S0 3 R'6 P(O) (OR'6) 2 . or-P(O) (OR'6)H where R* w an acid protecting group to form a 
compound of formula VII 



40 



45 




CH 2 R 4 R 3 (a) 



so 



ss 



VII 

h) optionally hydroyzing a compound of formula VII to form a compound of formula I and optionally salifying 
a compound of formula I 

43. A comp und which is selected from th group consisting of . 

(3-Carbomethoxy-2-bromoanilino)-5-methy l-cyclohex-2-en- 1 -one; 
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5-Carbomethoxy-l .2-dihydr -2-melhyl-9H-carbazol-4(3H)-one. 

9-Benzyl-57-dimethoxy-1.2.3 4-tetiahydrc<amazc>le-4-rarboxarnide. 

9-Benzyl-5-hydroxy-7-methoxy-1.2.3.4-letrahydfocafba2ole-4-carboxamide 

[9-Benzyl-4-carbamoyl-7.melhoxy-1 2 3.4-tetrahydrocarbazol-5-yl|oxyacetic acid, ethyl ester. 

9-Benzyl-4-carbamoyl-5.7-dimethoxycarbazole. 

9-8enzyl-4-carbamoyl-S-hydroxy-7-melhoxycarbazole. 

[9-Benzyl-4-carbamoyl-7-methoxycarbazol-5-yl|oxyacetic acid methyl ester 

[(2.9-Bis-benzyl-4-carbamoyl-1,2.3.4-tetrahydro-beta-carbazol-5-yl)oxy|acetic acid, ethyl ester. 

(3-Carbomethoxy-2-bromoanihno)-5-methyl-cyclohex-2-en-1 -one: 

5-Carbomethoxy-l 2-dihydro-2-methyl-9H-carbazol-4(3H)-one. 

[(Phenyl)methyl|-5H;arbomethoxy-2-rrietriyl-1.2-dihydrocarbazol-4{3H)-one 

[(Phenyl)rnethyl]-2-melhyl-4-hydroxy-5<arbomethoxycarbazole. 

|(Phenyl)methyl|-2-melhyl-4-hydroxy-5-carbamoyl carbazole. 
[(Phenyl)methyl|-2-methyl-5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester 
|(3-Fluorophenyl)methyl|-5-carb<)methoxy-2Hnemyl-1.2^ihydra»rtoazoM(3H)-one 
|(3-Fluorophenyl)melhyl|-2-methyl-4-hydroxy-5-carbometrioxy carbazole 
|(3-Fluorophenyl)methyl]-2-methyl-4-hydroxy-5-carbamoyl carbazole. 
[(3-Fluofophenyl)methylj-2-methyl-5<arbamoylcarbazol-4-yl}oxyacetic acid melhyl ester 
[(3-Methy Ipheny l)methyl]-5-carbomethoxy-2-methyl- 1 2-dihydrocarbazol-4(3H)-one 
[(3-Methylphenyl)methyl]-2-methyl-4-hydroxy-5-carb(xnethoxy carbazole 
[(3-Methylphenyl)methyl]-2-methyl-4-hydroxy-5-carbamoyl carbazole: 
[(3-Melhylphenyl)methyl]-2-methyl-5-carbamoylcarbazol-4-ylloxyacetic acid, methyl ester. 
(3^arbCfnethoxy-2*rccncanilino)-5-(4-tnfluoromeihylphenyl-^lohex-2-en-l-one. 
5-Carbomethoxy-1.2-<Jihydro-2-(4-tnfluoromethylphenyl)-9H-carbazol-4(3H)-one. 
|(Phenyl)methyl|-5^rbcmethoxy-2-(4-tnfluoronwthylphenyl)-l.2^ihydrc<arbazol-4(3H)-OTe. 
[(Phenyl)methyl|-2-(4-tnfluoromethylphenyl)-4-hydroxy-5-carbomethoxy carbazole. 
|(Phenyl)methyl|-2-(4-tnnuoromethylphenyl)-4-hydroxy-5-carbamoyl carbazole. 
l(Phenyi)methyl|-2-(4-trffluoromethylphenyl)-5-carbamoylcarbazol-4-yl}oxyacetic acid methyl ester. 
(2-Biomo-3-carbomathoxyanilino)-5-p8ntylcycloriex-2-en-1 -one 
5-Carbomethoxy-1.2-dihydro-2-pentyl-9H-carbazol-4(3H)-one 
5-Carbomethoxy-1.2-dihydro-2-pentyl-9-|phenylmethyl)carbazol-4<3H)-one: 
5-Carbomethoxy-4-hydroxy-2-pentyl-9-(phenylmethyl)carbazole. 
5-Carbamoyl-4-hydroxy-2-pentyl-9-<phenylmethyl)carbazole. 
|5-Carbamoyl-2-pentyl-9-tphenylmethyl)carbazol-4-ylloxyacetic acid, methyl ester. 
(2-Brornc-3-carbomethoxyanilino)-5-{(1-methyl)ethyl]cyclohex-2-en-1-one: 
5-Carbomethoxy-1 .2-dihydro-2-(1 -methylethyl)-9H-carbazol-4(3H)-one 
S-Carbomethoxy-1 2-dihydro-2-(1 -methylethyl)-9-(phenylmethyl)carbazol-4|3H)-one 
5-Carbomethoxy-4-hydroxy-2-(1 -methylelhyl)-9-(phenylmethyl)carbazole- 
5-Carbamoyl-4-hydroxy-2-(1-methylethyl)-9-(phenylmethyl)carbazole- 
[5<^rbamoyl-2-(1-methylethyl)-9-(phenylmethyl)carbazol-4-ylloxyacetic acid, methyl ester. 
(2-Bronx>-3-<Mrt>OTetrK>xyaniliro)-5-<hy 

5-Carboriethoxy-1.2-dihydro-2-(hydro)r^elhyl)-9H-<arbazol-4(3H)-one. 
5-Carbcniethoxy-1,2Klihydro-2-(hydroxymethyl)-9-(phenylmethyl)carbazcJ-4(3H)-one. 
|5-Carbamoyl-9-(phenylmethyl)-2-i(tn(-l -methylethyl)silyl)oxymethyl|carbazol-4-yl|oxyacetic acid, methyl 
ten 

(2-Bromo-3-carbomethoxyanilino)-S-phenylcyclohex-2-en- 1 -one 
5-Carbomethoxy-1.2-dihydro-2-phenyl-9H-carbazol-4(3H)-one: 
5-Carbomethoxy- 1 2-dihydro-2-phenyl-9-(phenylmethyl)carbazoM(3H)-one: 
5-Carb<xnethoxy-4-hydro)ry-2-phenyl-9-(phenylmethyl)carbazole. 
5-Cartewx)yl-4-hydroxy-2-phenyl-9-(phenylmethyl)carbazole. 
[5-CarbanfK>yl-2-phenyl-9-(pheriylmethyl)carbazol-4-ylJoxyacetK: acid, methyl ester. 
(2-BroiTK>3-<»rb<xn9thoxyan<»io)-S-(4-<^lorc^enyl)cyclohex-2-en-1-one: 
5-CartKxnethoxy-1.2-dihydro-2-(4-chlorophenyl)-9H-carbazol-4(3H)-one. 
5-Carbomethoxy-1 .2-dihydro-2-(4-chlorophenyl)- 9-(phenylmethyl)carbazol-4i3H)-one. 
5-Carbomethoxy-2-(4-chlorophenyl)-4-hydroxy-9-(phenylmethyl)carbazole. 
5-Carbamoyl-2-(4-chlorophenyl)-4-hydr xy-9-(phenylmethyl)carbazole, 
|5-Carbamoyl-2-(4-chloroph nyl)-9-(phenylmethyl)carbazol-4-yl| xyacetic actd. methyl ester. 
(2-BrorTK>-3-<arbomethoxyanBino)-5-(2-furyl)cyclohex-2-en-1-on : 



237 



EP 0 952 149 A2 



5-Carbom8thoxy-i.2-dihydro-2-(2-luryl)-9H-cart)a20h4(3H)-one. 
5-Cart3omethoxy-1,2-dihydro-2-(2-furyl)-9-(phenylmethyl)caibazol-4(3H)-one 
5-Carbomethoxy-2-(2-lufyl)-4-hydroxy-9-(phenylmethyl)carbazole. 
5-Carbamoyl-2-(2-furyl)-4-hydroxy-9-(phenylmethyl)carbazole 

I5-Carbamoyl-2-(2-luryU-9-(phenylmethyl)cart)azol-4-y11oxyacelic acid, methyl ester:5-Carbomelhoxy-1.2-di- 

hydro-9-(phenylm9thyl)-2-|(lri(-1-m8thylethyl)sifyl)oxymethyl|carbazol-4i3H)-one; 

S-Carbc<Tiethoxy-4-hydroxy-9-(phenylrtielhyl)-2-[(tri(-1-methylethyl)silyl)oxymelhyljcarbazole. 

5-Carbamoyl-4^ydroxy-9-(phonylmethyl)-2-[(tri(-1-mGthylGthyl)silyl)oxymethyl|carbazole. 

[5-CarbarTK)yl-9-(phenylmethyl)-2^(tri(0^emylethyl)silyl)oxyniethyl)cafbazoM-yl)oxyacetic acid, methyl es- 
ter. 

(3-Carbomethoxy-2-chloroanilino)cyclohex-2-en-1-one 

5-Cart>omethoxy-1.2-dihydro-9H-carbazol-4(3H)-one 

(3-Carbomethoxy-2-bromoanilino)cyclchex-2-eri-1-one. 

[(Phenyl)methyl|-5-carbomethoxy-1 2-dihydrocarbazol-4(3H»-one. 

|(Phenyl)methyll-4-hydroxy-5-carbomethoxy carbazole 

[(Phenyl)methyl]-4-hydroxy-5-carbamoylcarbazole: 

[(Phenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester. 

l(3-Fluorophenyl)methyl|-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one 

[(3-Fluorophenyl)methyl|-4-hydroxy-5-carbomelhoxy carbazole 

[(3-Fluorophenyl)methylj-4-hydroxy-5-carbamoyl carbazole: 

[(3-Fluorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, tort-butyl ester 

[(3-ChtofC0henyl)methyl]-5-carb<>n»^ 

[(3-Chtorophenyl)methyl|-4-hydroxy-5-carbomethoxy carbazole 

((3-Chtorophenyl)methylj-4-hydroxy-5-carbamoyl carbazole. 

[(3-Chlorophenyl)methyl|-5-carbamoylcarbazol-4-yl}oxyacetc acid, tert-butyl ester 

[(3-Phenoxyphenyl)methyl|-5-carbomethoxy-l ,2-dihydrocarbazol-4(3H)-one: 

[(3-Phenoxyphenyl)methyl|-4-hydroxy-5-carbomethoxy carbazole. 

[(3-Phenoxyphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole: 
[(3-Phenoxyphenyl)melhyll-5-carbamoylcarbazol-4-yl}oxyacetic acid, tert-butyl estei: 
[(2-Fluorcf)henyl)memylJ-5-<arbomethoxy-1,2-dihydrocarbazol-4(3H)-one. 
((2-Fluorophenyl)methyl]-4-hydroxy-S-carbomethoxy carbazole. 
[(2-Fluorophenyl)methylj-4-hydroxy-5-carbamoyl carbazole. 
[(2-Fluorophenyl)methyl|-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester. 
[(2-Trinuorc<nethylphenyl)methyl]-S-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one 
((2-Trifluoromethylphenyl)methyl|-4-hydroxy-5-carbomethoxy carbazole, 
|(2-Trinuoromethylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole. 
[(2-Trmuoromemylphenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester. 
[(2-Benzylphenyl)methyl]-S-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one- 
|(2-Benzylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole, 
|(2-Benzylphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole: 
|(2-8enzylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester 
[(3-Trifluoromethylphenyl)methyl|-5-carbomethoxy-1.2-dihydrocarbazol-4(3H)-one. 
[(3-Tntluoromethylphenyl)methyl|-4-hydroxy-5-carbom8thoxy carbazole. 
[(3-Tnfluoromethylphenyl)methyl|-4-hydroxy-5-carbamoyl carbazole 
[(3-Trifluoic^ethylphenyl)methyl]-5-carbarrKjylcarbazol-4-yl)oxyacetic acid, methyl ester. 
[(1-Naphthyl)methyl|-5-carbomethoxy-1 2-dihydrocarbazol-4{3H)-one. 
[( 1 -Naphthyl)methyl|-4-hydroxy-S-carbomethoxy carbazole 
[( 1 -Naphthyl)methyl]-4-hydroxy-5-carbamoy I . 

[(l-Naphthyl)methyl|-S-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester. 
[(2-Cyanophenyl)memyl)-5-carbomethoxy-1.2-dihy*cxarbazol-4(3H)-one. 
[(2-Cyanophenyl)methyl)-4-hydroxy-5-carbomethoxy carbazole. 
[(2-Cyanophenyl)methyl|-4-hydroxy-5-carbamoyl carbazole: 
l(2-Cyanophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetic acid, methyl ester: 
((3-Cyam^henyl)methyl|-5-carbOTelhoxy-1,2-dihydrocarbazol-4(3H)-one. 
[(3-Cyanophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole. 
|(3-Cyanophenyl)methyl|-4-hydr xy-5-carbamoyl carbazole; 
[(3-Cyanophenyl)methyl|-5-carbamoylcarbaz l-4-yl}oxyacetic acid, t rt-buryl ester 
I(2-Methylphenyl)methyl|-5-<arbc*nethoxy-l,2-dihydrocarbazol-4(3H)-one. 
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[(2-Methylphenyl)melhyl]-4-hydroJcy-5-carbomelhoxy carbazole 
[(2-Melhylphenyl)methylJ-4-hydroxy-5-carbamoyl carbazole; 
|{2-Motrtylphenyl)methylj-5-carbamoylcarbazol-4-yl)oxyacete acid, methyl ester. 
[(3-Methy^henyl)methyl]-5^arbc^thoxy-1.2^ihydrc<art>azd-4(3H)-one. 
I(3-Methylphenyl)melhyl]-4-hydroxy-5-carbornethoxy carbazole: 
[(3-Methylphenyl)methyl)-4-hydroxy-5-carbamoyl carbazole, 
[(3-Methylphenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetc acid, methyl ester 
[(3 5-Dimethylphenyl)melhyl]-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one. 
[(3 5-Dimethylphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole, 
[(35-Dimethylphenyl)methyl|-4-hydroxy-5-carbamoyl 

|(3.5-Dimethylphenyl)methyl|-5-carbamoylcart)azol-4-yl)oxyacetic acid, methyl ester 
|(3-lodophenyl)methyl]-5-carbomethoxy-1 2-dihydrocarbazol-4(3H)-one 
|(3-lodophenyl)methyl|-4-hydroxy-5-carbomethoxy carbazole 
[(3-lodophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 
[(3-lodophenyl)melhyl|-5-carbamoylcarbazol-4-ylfoxyacetic acid methyl ester. 
[(2<:hlorophenyl)methyl]-5-carbomethoxy-1,2-dihydrocarbazol-4(3H)-one 
[(2-Chlorophenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole. 
[(2-Chtorophenyl)methyl| -4-hydroxy-5-carbamoyl carbazole: 
[(2-Chlorophenyl)methyl]-5-carbamoylcarbazol-4-yl}oxyacetc acid, tert-butyl ester. 
[(2 3-Difluorophenyl)methylj-5-carbomethoxy-1 ,2-dihydrocarbazol-4(3H)-one. 
[(2 3-Dinuorophenyl)methyl]-4-hydroxy-5<arbomethoxy carbazol. 
[(2.3-Difluorophenyl)methyl]-4-hydroxy-5-carbamoyl carbazole. 
[(2 3-Dinuorophenyl)methyl]-5-carbamoylcarbazol-4-ylKJxyacetic acid, methyl ester. 
[(2 6-Di(luorophenyl)methyl]-5-carbomethoxy-1 .2-dihydrocarbazol-4(3H)-one 
|(2,6-Difluorophenyl)methyl|-4-hydroxy-5-carcomethoxy carbazole: 
[(2.6-Difluorophenyl)methylj-4-hydroxy-5-carbamoyl. 

[(2.6-Difluorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid, methyl ester 
(2.6-Dichtorophenyl)methyl]-5-carbomethoxy- 1 .2-dihydrocarbazol-4(3H)-one. 
[(2.6-Dichlorophenyl)methyl)-4-hydroxy-5-carbomethoxy carbazole: 
[(2.6-Dichlorophenyl)methylJ-4-hydroxy-5-carbamoyl carbazole 
[(2,6-Dichlorophenyl)methyl]-5-carbamoylcarbazol-4-yl)oxyacetic acid methyt ester 
[(3-Trinuorc«iethc«yphenyl)methyl|-5^rbomemoxy-1.2<)ihydrocart>azol-4(3H)-one. 
[(3-Tnfluoromethoo(yphenyl)methylj-4+ydroxy-5Harbomethoxy carbazole. 
[(3-Trifluoromethoxyphenyl)methylI-4-hydroxy-5-carbamoyl carbazole 
[(3-Trifluorwnethoxyphenyl)methyl]-5<arbarTK)ylcarbazol-4-yl}oxyacetic acid, methyl ester. 
2-Carbomethoxy-6-nitro-2'-methoxy-biphenyl: 
9H-4-methoxy-5-carbomethoxy carbazole. 
[(2-Biphenyl)methylJ-4-methoxy-5-carbomethoxy carbazole 
((2-Biphenyl)methyl]-4-hydroxy-5-carbomethoxy carbazole 
[(2-Biphenyl)methyl]-4-hydroxy-5-carbamoyl carbazole 
|(2-Biphenyl)methyl)-5-carbamoylcarbazol-4-yl|oxyacetic acd tert-butyl ester. 
[(2-Biphenyl)methyl]-5-carbamoylcarbazol-4-yl|oxyacetic acd methyl ester. 
9-Benzyl-4-carboxy-5-methoxy-1.2.3 4-tetrahydrocarbazole, ethyl ester: 
9-Benzyl-4-carbamoyl-5-hydroxy-1 2. 3.4-tetrahydrocarbazole 
9-benzyl-4-carboxy-5-hydroxy-l.2.3.4-tetrahydrocarbazole, ethyl ester : 
[9-Benzyl-4-carbamoyl-1 2.3.4-tetrahydrocarbaole-5-yl]oxyacetic acid methyl ester 
[(2-PyncVI)methylJ-5<arbwnethoxyo,2KJihydrocarbazoU(3H)-one. 
[(2-Pyndyl)methyl}-4-hydroxy-5-carbomethoxy carbazole. 
[(2-Pyndyl)methyl|-4-hydroxy-5-carbamoyl carbazole. 
[(2-Pyricryl)methylJ-5-carbamoylcarbazol-4-yl(oxyacetic acid, methyl ester: 
[(^yricVIJmethylhS^arbcmethoxy-l^^ihydrccartjazol^CSHjHjne: 
[(3-Pyndyl)methyl]-4-tiydroxy-5-carbomethoxy carbazole. 
|(3-Pyndyl)rnethyl)-4-hydroxy-5-carbamoyl carbazole. 
((3-Pyndyl)memyl]-5^rt>amoylcarbazol-4-yl}oxyacetic acid, methyl ester. 
Ethyl 5-methoxy-6-methyl-1 .2.3.4-tetrahydrocarbazole-4-carboxylate. 
Ethyl 9-benzyl-5-meth xy-8-m thyl-l.2,3.4-tetrahydrocarbaz le-4-carboxylate. 
9-Benzyl-5^emoxy^-methyh1,2.3.4-tetrahydrcxarbazole-4-carboxamide. 
9-Benzyl-5-hydroxy-8-m thyl-1.2 3,4-tetrahydrocarbazole-4-carboxamide 
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[9-Benzyl-4-carbamoyl-8-m thyl-1.2.3.4-tetrahydracarbazol-5-yl]oxyac tic acd methyl. 

5-Carbamcyl-4-mettroxy-l-methylcarbazole 

9-Benzyl-5-caioarnoyM-methoxy-l-methylcarbazole: 

9-Ben2yl-5-carbamoyl-4-hydroxy-1-methylcaft3a2ole; 

[9-B6nzyl-5-carbamoyl-l-methylcarbazol-4-yl|oxyacotic acid, methyl: 

Ethyl 9-benzyl-5-methoxy-8-fluoro-1 2,3,4-tetrahydrocarbazole-4-carboxylate: 

9-Benzyl-5-methoxy-8-fluoro-1 .2. 3,4-tetrahydrocarbazole-4-carboxamide, 

9-Benzyl-5-hydroxy-8-fluoro-1,2,3.4-tetrahydrocarbazole-4-carboxamida: 

[9-Benzyl-4-carbamoyl-8-fluoro-1.2.3.4-tetrahydrocarbazol-5-yl]oxyacetic acid methyl ester, 

9-Benzyl-5-carbamoyl-4-methoxy-l-nuorocarbazole 

9-Benzyl-5-carbamoyl-4-hydroxy-1-nuorocarbazole; 

[9-Benzyl-5-carbamoyl-l-fluorocarbazol-4-yl]oxyacetic acid methyl ester . 

Ethyl 9-benzyl-5-methoxy-B-chloro-1 2,3.4-tetrahydrocarbazole-4-carboxylate. 

9-Benzyl-5-methoxy-3-chloro-1 .2 3.4-tetrahydrocarbazole-4-carboxamide. 

9-Benzyl-5-hydroxy-8-chloro-1 . 2. 3.4-tetrahydrocarbazole-4-carboxamide. 

J9-Benzyl-4^rbamoyl-e-chloro-1,2.3.4-tetrahydrccarbazol-5-yl}oxyacelic acid methyl ester 

9-Benzyl-5-carbamoyl-4-methoxy-1-chlorocarbazole. 

5-Carbamoyl-4-hydroxy-1-chlorocarbazole. 

[5-Carbamoyl-l-chlcfOcarbazol-4-yl]oxyacetc acid methyl ester 

(9-Benzyl-5-carbamoyM -chlorocarbazol-4-yl]oxyacetic acid methyl ester. 

[(Cyclohexyl)metrvl]-S-<arbcmethoxy-1.2^hydrccarbazol-4(3H)-one: 

l(Cyclctiexyl)metriyl)-4-hydroxy-5-cart>omethoxy carbazole. 

[(Cyclohexyl)methyl]-4-hydroxy-5-carbamoyl carbazole. 

((Cyclohexyl)methyl|-5-carbamoylcarbazol-4-yl|oxyacetic acid, methyl ester 

[(Cyck^entyl)methylJ-5^rbomethoxy-1.2-dihydrocarbazol-4(3H)-one: 

[(Cyclopentyl)methyl]-4-hydroxy-5-carbamoyl carbazole 

[(Cyctopentyl)methyl]-5-carbarnoylcarbazol-4-yl]oxyacetic acid, methyl ester. 

or a pharmaceuticallt acceptable racemate. solvate, tautomer optical isomer, prodrug derivative or salt thereof 

44. The use ol a compound as claimed in any one of Claims 1-23 for the manufacture of a medicament for the treatment 
of sepsis, septic shock, adult respiratory distress syndrome, pancreatitis, trauma-induced shock, bronchial asthma, 
allergic rhinitis, rheumatoid arthntis, cystic fibrosis stroke, acute bronchitis, chronic bronchitis, acute bronchiolitis, 
chronic bronchiolitis, osteoarthritis, gout, spondylarthropathris, ankylosing spondylitis, Radar's syndrome, psoriatic 
arthropathy, enterapathric spondylitis, Juvenile arthropathy or juvenile ankylosing spondylitis. Reactive arthropa- 
thy, infectious or post-infectious arthritis, gonococcal arthritis, Tuberculous arthritis, viral arthritis, fungal arthritis, 
syphilitic arthritis, Lyme disease, arthritis associated with "vasculitc syndromes' polyarteritis nodosa, hypersen- 
sitivity vasculitis, Luegenec's granulomatosis, polymyalgm rheumatics joint call arteritis, calcium crystal deposition 
arthropathris. pseudo gout, non-artcular rheumatism, bursitis, tenosynomitis. epicondylitis (tennis elbow) carpal 
tunnel syndrome, repetitive use injury (typing), miscellaneous forms of arthritis, neuropathic joint disease (charco 
and joint), hemarthrosis (hemarthrosic). Henoch-Schonlem Purpura, hypertrophic osteoarthropathy, multicentric 
retculohtstiocytosis, arthritis associated with certain diseases, surcoilosis. hemochromatosis, sickle cell disease 
and other hemoglobinopathries. hyperlipoprotemeimia, hypogammaglobulinemia, hyperparathyroidism, acrome- 
galy, familial Mediterranean fever. Behat's Disease, systemic lupus erythrematosis, or relapsing polychondritis, 
and related diseases. 

45. The use of a compound of formula (I) 
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w 



15 




wherein. 



Z is cyclohexenyl or phenyl 
R 20 is selected from groups (a) (b) and (c) where. 

(a) is-(C5-C20)alkyl -(C5-C20)alkenyl.-(C5-C20)alkynyl. carbocyclic radicals or heterocyclic radicals, or 

(b) is a member of (a) substituted with one or more independently selected non-interfering substituents. or 

(c) is the group -(Ll-R 80 where. (L)-is a divalent linking group or 1 to 12 atoms selected from carbon, 
hydrogen, oxygen nitrogen, and sulfur; wherein the combination of atoms in -<L)- are selected from the 
group consisting of (i) carbon and hydrogen only, (n) one sulfur only (m) one oxygen only, (rvi one or two 
nitrogen and hydrogen only, (v) carbon, hydrogen, and one sulfur only, and (vt) an carbon, hydrogen, and 
oxygen only and where R 80 is a group selected from (a) or (b) - 

R 21 is a non-interfering substrtuent where f is 1-3 R 1 is -NHNH 2 -NH 2 . or -CONH 2 . 
R* 's selected from the group consisting of -OH and -0(CH 2 ),R s ' where 

RS'isH. -CN -NH2.-CONH 2 -CONR9Ri0-NHSO 2 R«5.-CONHSO 2 R'5. whereR»5is-(C,-C 6 )alkylor-CF 3 . 
phenyl or phenyl substituted with -COjH or -C0 2 (C,-C 4 )alkyl and -(L a )-(acidic group), wherein -(L a )- is 
an acid linker having an acid linker length of 1 to 7 and t is 1 -5. 

R 3 ' is selected from non-interfering substituent, carbocyclic radicals carbocyclic radicals substituted with non- 
mterfenng substituents heterocyclic radicals, and heterocyclic radicals substituted with non-mlerfering sub- 
stituents 

or a pharmaceuticalry acceptable racemate, senate, tautomer, optical isomer prodrug denvative or salt 
thereof for the manufacture of a medicament for selectively nhibrtmg sPU^ in a mammal 

45 46. The use of a compound of formula (I I ) 
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wherein. 



s 



Ft 1 is -NHNH 2 , or -NH 2 . 

R 2 is selected from the group consisting of -OH and -0(CH 2 ) (T1 RS where 

r s is h, -ccy-i. -conk,. -coaic, -°4 a|k y ')• 



4 



(R«R 7 ) 



w 



where R 6 and R 7 are each independently -OH or •0(C,-C 4 )alkyl:-S0 3 H. -SOaCq-C,, alkyl). tetrazolyl, -CN. 
-NHj.-NHSOgR'S -CONHS0 2 R ,s . where R' s is -(C,-C s )alkyl or-CF 3 , phenyl or phenyl substituted with -COgH 
or-C0 2 (C 1 -C 4 )alkyl where m is 1-3. 

R 3 is H, -0(C,-C 4 )alkyl. hakMCj-CgJalkyl. phenyl. -(C,-C 4 ) alkylphenyl: phenyl substituted with -(C,-C 6 )alkyl. 
halo, or -CF 3 . -CHjjOSi^-CeJalkyl, furyl. thiophenyl.-(C,-C 6 )hydroxyalkyl: or -(CH 2 )„R 8 where R8 is H. 
-CONH^ -NR 9 R'°. -CN or phenyl where R 9 and R 10 are independently -(C,-C 4 )a1kyl or -phenyl(C r C 4 )alkyl 
and n is 1 to 8: 

R 4 is H, -(C 5 -C, 4 ) alkyl, -(C 3 -C 14 )cycloalkyl, pyridyl. phenyl or phenyl substituted with -(C,-C 6 )alkyl. halo. 
-CF 3 ,-OCF 3 ,- (C,-C 4 )alkoxy, -CN -(C,-C 4 )alkylthio. phenyl(C 1 -C 4 )alkyl.-(C 1 -C 4 )alkylphenyl. phenyl, phenoxy 
or naphthyl. 

Z is cyclohexenyl. or phenyl: 

or a pharmaceutically acceptable racemate, solvate, tautomer. optical isomer, prodrug derivative or salt thereof 
for the manufacture of a medicament for selectively inhibiting sPLAj in a mammal. 

47. The use as claimed in any one of Claims 45 or 46 wherein the mammal is a human. 

48. The use of a compound of formula I as claimed in any one of Claims 1-23 for the manufacture of a medicament 
adapted lor the administration to a mammal of said compound m an amount sufficient to inhibit sPLAg mediated 
release of fatty acid and to thereby inhfcit or prevent the arachidonic acid cascade and its deleterious products, 
for alleviating the pathological effects of sPLAg related diseases. 

49. The use of a compound as claimed in any one of Claims 1-23 for the manufacture of a medicament for alleviating 
the pathological effects of sPLAj related diseases. 



50. The use of a compound as claimed in any one ol Claims 1-23 for the manufacture of a medicament adapted for 
contacting sPLAj with said compound, for inhibiting sPLAj 

51. The use of a compound of formula I 
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Z is cyclohexenyl, or ph nyl. 
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R 20 is selected (ram groups (a), (b) and (c) where: 

i'a) is-(C5-C20)alkyl.-(C5-C20)alkenyl,-(C5-C20)alkynyl, carbocyclic radicals or heterocyclic radicals or 

ib) is a member of (a) substituted with one or more independently selected non-interfering substituents. or 

(c) is the group -(L)-R 80 where. (L)-is a divalent linking group of i to 12 atoms selected from carbon, 
hydrogen, oxygen, nitrogen and sulfur wherein the combination of atoms in -<L)- are selected from the 
group consisting of (i) carbon and hydrogen only, (n) one sulfur only (hi) one oxygen only, (iv) one or two 
nitrogen and hydrogen only, (v) carbon hydrogen and one sulfur only and (vi) an carbon, hydrogen and 
oxygen only and where R 80 is a group selected from (a) or (b) 

R 21 is a non-interfering substituent where f is 1-3: 
R 1 is -NHNH 2 -NH 2 . or -C0NH 2 . 

R 2 " is selected from the group consisting of -OH. and -0(CH 2 ),R 5 ' where 

R 5 'isH.-CN -NH 2 -CONH 2 -CONR 9 R'° -NHS0 2 R ,s -CONHSO^ 15 whereR ,5 is-(C r C 6 )alkylor-CF3. 
phenyl or phenyl substituted with -COgH or -CO a (C,-C 4 )alkyl and (L a l-(acidic group) wherein -(L„)- is 
an acid linker having an acid linker length of 1 to 7 and t is 1-5. 

R 3 ' is selected from non-interfering substituent. carbocyclic radicals carbocyclic radicals substituted with non- 
interfenng substituents. heterocyclic radicals and heterocyclic radicals substituted with non-interfering sub- 
stituents. 

or a pharmaceutical^ acceptable racemate. solvate, tautomer optical isomer, prodrug derivative or salt, thereof, 
for the manufacture of a medicament for treating sepsis, septic shock, rheumatoid arthritis, osteoarthritis, stroke, 
apoptosis. asthma chronic bronchitis acute bronchitis, cystic fibrosis, inflammatory bowel disease or pancreatitis 

52. The use of a compound of formula II 




(ID 



wherein. 



Z is cyclohexenyl, or phenyl, 
R 2 ' is a non-interfering substituent. 
so R 1 is -NHNH 2 or -NH 2 . 

R 2 is selected from the group consisting of -OH and -0(CH 2 ) m R s where 
R 5 is H -C0 2 H, -CONH2. -C0 2 (C,-C 4 alkvl): 



55 
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where R 6 and R 7 at each indep ndenlly -OH or -0(C t -C 4 )alkyl.-S0 3 H. -S03(C1 -C4 alkyl), tetrazolyl. -CN 
-NH 2 -NHSO a R 1s -CONHSOjR 16 . where R ,s is -(C,-C 6 )alkylor-CF 3 , phenylor phenyl substituted with -COaH 
or-C0 2 (C,-C 4 )alkyl where m is 1 -3 

R 3 is H, -0(C,-C 4 )alkyl, halo.-<C r C B )alkyl, phenyl -(C,-C 4 ) alkylphenyl. phenyl substituted with -(C,-C 6 )alkyl. 
halo, or -CF 3 , -CH 2 OSi(C,-C 6 )alkyl. (uryl. thiophenyl.-fCj-C^hydroxyalkyl: or (CH 2 ) n R6 where R 8 is H. 
-CONK* -NR9R10, -CN or phenyl where PP and R'O are independently -(C,-C 4 )alkyl or -phenyl{C r C 4 )alkyl 
and n is 1 to 8: 

R* is H. -(C 5 -C l4 )alkyl, -(C 3 -C )4 )cycloalkyl. pyridyl, phenyl or phenyl substituted with -<C t -C 6 )alkyl. halo, 
-CF 3 ,-OCF 3 ,- (C,-C 4 )alkoxy. -CN.-(C,-C 4 )alkyllhio. phenyl(C1 -C 4 )alkyl. -(C,-C 4 ) alkylphenyl. phenyl, phenoxy 
or naphthyl: 

or a pharmaceuticaHy acceptable racemate, solvate, tautomer optical isomer, prodrug derivative or salt, thereof, 
for the manufacture of a medicament for treating sepsis, septic shock, rheumatoid arthntis. osteoarthritis, stroke, 
apoptosis. asthma, chronic bronchitis, acute bronchitis, cysUc fibrosis, inflammatory bowel disease or pancreatitis 

53. The use as claimed in any one of Claims 46-47 for alleviating the pathological effects of sepsis, septic shock, adult 
respiratory distress syndrome pancreatitis, trauma-induced shock, bronchial asthma, allergic rhinitis, rheumatoid 
arthritis, cystic fibrosis, stroke, acute bronchitis, chronic bronchitis, acute bronchiolitis, chronic bronchiolitis, oste- 
oarthnlis. gout, spondylarthropathris. ankylosing spondylitis. Roller's syndrome, psoriatic arthropathy, enterapath- 
ric spondylitis. Juvenile arthropathy or juvenile ankylosing spondylitis. Reactive arthropathy, infectious or post- 
infectious arthntis. gonococcal arthritis. Tuberculous arthritis, viral arthritis, fungal arthntis, syphilitic arthritis. Lyme 
disease, arthntis associated with Vasculrtic syndromes', polyarteritis nodosa, hypersensitivity vasculitis. Lue- 
genec's granulomatosis, polymyalgin rheumatica, joint cell arteritis, calcium crystal deposition arthropathris. pseu- 
do gout, non-articular rheumatism, bursitis tenosynomitis epicondylitis (tennis elbow), carpal tunnel syndrome, 
repetitive use injury (typing), miscellaneous forms of arthritis neuropathic put disease (charco and |oint). hemar- 
throsis (hemarthrosic). Henoch-Schonlein Purpura, hypertrophic osteoarthropathy, multicentric reticulohistiocyto- 
sis. arthritis associated with certain diseases, surcoilosis. hemochromatosis, sickle cell disease and other hemo- 
globinopathries. hypertipoproteineimia, hypogammaglobulinemia, hyperparathyroidism, acromegaly, familial Med- 
iterranean fever, Behat's Disease, systemic lupus erythrematosis. or relapsing polychondritis, and related diseas- 
es. 
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